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223. Observations on the Anti-human-globulin Test in 
Malignant Disease 
J.O. W. Betsy. British Medical Journal [Brit. med. J.] 


2, 549-550, Aug. 30, 1958. 5 refs. 


According to some workers the reaction to the anti- 
human-globulin test is positive in a high proportion of 
cases of malignant disease. This experience, however, is 
ai variance with that of the presem author who, at the 
Middlesex Hospital, London, has therefore carried out 
direct anti-globulin tests on erythrocytes from fresh 
clotted blood from 100 cases of malignant disease taken 
atrandom. In all of these cases the result was negative. 
Positive reactions were obtained if the specimens were 
stored overnight at 4° C. 

Indirect anti-globulin tests on sera from some of these 
cases gave positive reactions against fresh Group-O 
Rhesus-positive cells at 4° C. only, but these were pre- 
vented by previous absorption of the sera with secretor 
saliva. The possible reasons for the discrepancy are 
discussed. Calcutt 


EXPERIMENTAL PATHOLOGY 


224. Observations on Blood Pressure and Other Physio- 
logic and Biochemical Mechanisms in Rats with Behavioral 
Disturbances 

A. P. SHAPIRO and J. MELHADO. Psychosomatic Medi- 
cine [Psychosom. Med.] 20, 303-313, July—Aug., 1958. 
48 refs. . 


An investigation was carried out at the Southwestern 
Medical School (University of Texas), Austin, with the 
aim of studying changes in blood pressure and other 
metabolic variables in rats exposed to prolonged stress. 
The particular stresses employed were designed to evoke 
chronic anxiety rather than the acute psycho-physiological 
responses produced in the now classic experiments of 
Cannon and of Selye. 

Some of the rats ' ere subjected to stress individually 
(Series A) and others in colony groups (Series B). Those 
in Series A were exposed for 1 hour a day for 12 weeks 
to a buzzer sounding for 5 seconds at 30-second inter- 
vals followed, with an 0-5-second overlap, by a mild 
non-convulsive electric shock delivered through the floor 
grid of the cage, control rats in the same room being 
exposed to the sound of the’buzzer, but not to the shock. 
The rats in Series A were divided into four groups, half 
of each group acting as controls. The first two groups 
were of different types; the third group were “‘ gentled ” 


G 


by handling for 10 minutes twice daily for 4 weeks to 
determine whether this influenced the subsequent response 
to stress; and the fourth group were subjected to figure- 


of-eight ligation of one kidney and contralateral nephrec- 


73 


tomy in order to induce hypertension before exposure to 
the stress. The animals in Series B were exposed in 
groups to prolonged complex stimuli from an apparatus 
capable of presenting either a buzz or a light at varying 
time intervals ranging from 24 seconds to 3-2 hours: 
each of these stimuli could be accompanied if desired by 
the shock stimulus. The rats were subjected to 17 to 24 
weeks of such stress. The first group were untreated: 
the second were given lysergic acid diethylamide 3 times 
weekly during the stress period; the third group were 
given a low-iodine diet for 3 weeks, the fourth group were 
“* gentled ” for 4 weeks, and the last group were subjected 
to nephrectomy before being exposed to the stress. 

The stress experiments failed to produce any signs of 
chronic organic disease. No significant rise in blood 
pressure was recorded except in the nephrectomized 
animals, which suffered an aggravation of their existing 
hypertension. The weight of the heart and kidney, 
the adrenal ascorbic acid content, and gastric and thyroid 
function were not altered significantly. Series-A rats 
showed alerting reactions, while those in Series B exhi- 
bited huddling behaviour. It is concluded that these 
results indicate the need for basic psycho-physiological 
studies which go beyond the well-known acute experi- 
ments of Cannon and of Selye. A. Balfour Sclare © 


225, A Clinical and Experimental Study of the Function 
of Neutrophils in the Inflammatory Response 

A. R. Pace and R. A. Goop. American Journal of 
Pathology [Amer. J. Path. 34, 645-669, July--Aug., 1958. 
24 figs., 11 refs. cs 


After a short discussion of the nature of the inflamma- 
tory response cycle the authors of this paper from the 
University of Minnesota, Minneapolis, report a study of | 
the role of the neutrophil granulocyte in the response. 

First, iff a woman with cyclic neutropenia a drop 
of antigen was placed on an area of forearm denuded 
of cornified epithelium and under a sterile cover slip, the 
inflammatory cells migrating on to the under-surface of 
the cover slip, which was replaced frequently, dried, and 
stained. It was shown that during neutropenic phases 
there was a slight macrophage response for about 20 
hours, but thereafter no cells were found. Control tests 
when the patient had about 1,500 circulating neutrophils 
per c.mm. showed a neutrophil migration beginning at’ 
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2 hours and reaching a peak at 4 hours. This was fol- 
lowed in turn by mononuclear cells at 10 hours, neutro- 
phils and lymphocytes at 12 hours, mononuclear cells at 
20 hours, and fibroblasts at 24 to 32 hours. 

The inflammatory cycle was then studied in rabbits by 
giving, as an irritant, multiple injections of egg-white 
labelled with carbon particles into the subcutaneous tissue 
of the back and taking surgical biopsy specimens at 
intervals of 2 and then 4 hours for 24 hours. In rabbits 
made neutropenic by means of nitrogen mustard the 
mobilization of macrophages proceeded as in controls, 
but neither lymphocytes nor neutrophils were present 
during the first 12 hours. About 16 hours after the 
administration of antigen to these animals lymphocytes 
became the predominant cell and, except for the absence 
of neutrophils, subsequent biopsy specimens revealed a 
similar process to that in normal animals. A mixture 
of antigen and viable inflammatory leucocytes injected 
into neutropenic rabbits was followed by early infiltra- 
tion by lymphocytes; however, antigen mixed with 
non-viable leucocytes did not provoke an early lympho- 
cyte response. Further, the development of local 
oedema, which is ‘temporally related to infiltration with 
lymphocytes, failed to take place when neutrophils were 
absent from the circulation. 

These observations show that the absence of neutro- 
phil granulocytes from the circulating blood consider- 
ably inhibits the early stages of the inflammatory cycle. 
The authors conclude that the sequence and time rela- 
tion of events in acute inflammation in normal man 
and animals is a function, in part at least, of the circu- 
lating neutrophils, and that the work here reported sup- 
ports the hypothesis that each event in the morphological 
sequence in inflammation is dependent upon the preced-~ 
ing event. H. Caplan 


226. The Role of Mucinolysis in Collagen Disease 

C. F. GescHICKTER, P. A. ATHANASIADOU, and W. E. 
O’MALLEY. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 30, 93-111, Aug., 1958. 20 figs., 
5 refs. 


After listing the main histo-pathological features com- 
mon to the group of “ collagen” diseases the authors 
describe a series of experiments, carried out at George- 
town University School of Medicine, Washington, D.C., 
in which they applied 2%, 1%, and 0-5% solutions of 
dimethylparaphenylenediamine to a shaved area of the 
skin (about 2 x 3 cm.) of rats, the object being toreproduce 
experimentally the lesions found in collagen diseases. 

In the animals painted with the 2% concentration 
death occurred in about 12 days. Locally, the skin was 
ulcerated; in addition the lungs were oedematous, the 
heart showed cellular aggregates resembling Aschoff 
bodies, there was superficial ulceration of the stomach, 
the adrenal glands were enlarged, and the spleen showed 
changes indicating diminution of lymphoid tissue. The 
rats treated with the 1% concentration died between 30 
and 60 days later. In addition to the features described 
above there was also thickening of the walls of some 
of the small arteries. After application of the 0-5% 
solution some animals lived longer; in these the observed 


changes included endothelial proliferation of small blood 
vessels in the lung and some fibrinoid change in the 
heart, while the synovial.membrane of the knee-joints 
showed collections of cells which the authors liken to the 
appearances in rheumatoid arthritis. Application of the 
2% concentration for 2 to 4 days to the skin of very 
young rats produced glomerular changes which the 
authors describe as “ wire-loops’’. The authors claim 
that the changes described are due to lysis of the matrix 
of connective tissue, a process which they allege to be a 
feature of collagen disease. 

[In the abstracter’s opinion the evidence presented in 
this paper is not very convincing.] G. Loewi 


227. Effect of Insulin and Glucagon on Tumour Growth — 


J. M. SALTER, D. DE Meyer, and C. H. Best. British 
Medical Journal [Brit. med. J.] 2, 5-7, July 5, 1958. 
2 figs., 8 refs. 


In this preliminary communication from the Banting 
and Best Department of Medical Research, University 
of Toronto, the authors seek to show that glucagon, as 
wellas insulin, causes significant inhibition of the growth 
of the Walker carcinosarcoma in the rat. Simultaneous 
administration of glucagon and insulin results in an in- 
hibition of growth which is considerably greater than the 
sum of their individual effects. 

Adult rats were inoculated with macerated Walker 
carcinosarcoma tissue and then treated with either crys- 
talline glucagon or protamine-zinc insulin, the dosage 
of the former being up to 900 yg. a day and of the latter 
up to 3 unitsa day. The rats were killed after treatment 
for 10 to 15 days, the tumours then being weighed. On 
the average, insulin produced about 10% inhibition of 
growth and glucagon about 30%. When the drugs were 
given together there was 60 to 70% inhibition of growth 
of this particular tumour. However, cessation of treat- 
ment was followed by resumption of growth, and further 
work on longer-acting materials is being carried out. 

G. B. West 


CHEMICAL PATHOLOGY 


228. Effect of Atherosclerosis and Age upon the Serum 
Mucoprotein and Hexosamine Levels in Man 

C. L. Scuwartz and H. R. Gitmore. Circulation 
[Circulation] 18, 191-195, Aug., 1958. 23 refs. 


An investigation into the effects of age and athero- 
sclerosis on the serum levels of hexosamine and muco- 
protein is reported from the Department of Medicine, 
University of Adelaide, South Australia. Samples of 
venous blood were obtained from 23 atherosclerotic male 
patients (age 40 to 72, average 56 years), 16 clinically non- 
atherosclerotic males (age 31 to 71, average 52 years), 
and 24 healthy male students (age 19 to 35, average 25 
years). The serum hexosamine level was then deter- 
mined by the method of West and Clarke (J. clin. Invest., 
1938, 17, 173) and the serum mucoprotein level by @ 
modification of the method described by Winzler et al. 
(J. clin. Invest., 1948, 27, 609; Abstr. Wid Med., 1949, 
5, 552). 
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In the atherosclerotic patients the serum mucoprotein * 


level (89 to 229, average 142-5, mg. per 100 ml.) and 
the serum hexosamine level (99 to 132, average 119-0, 
mg. per 100 ml.) were significantly higher than those 
in the older non-atherosclerotic controls (77 to 113, 
average 95-6, mg. per 100 ml., and 89 to 117, average 
97-1, mg. per 100 ml., respectively), which were in turn 
higher than those in the student control group (59 to 
108, average 86-6, mg. per 100 ml., and 77 to 102, average 
92:2, mg. per 100 ml., respectively). The results are 
considered to indicate an increased depolymerization of 
connective-tissue ground-substance mucopolysaccharides, 
and it is suggested that this breakdown plays a part in 
the pathogenesis of atherosclerosis, possibly as a pre- 
cursor to fibrogenesis. J. E. Page 


229. Diagnostic Value of Serum-transaminase Activity 
in Hepatic and Gastrointestinal Diseases 

J. Pryse-DaAvies and J. H. WILKINSON. Lancet [Lancet] 
1, 1249-1253, June 14, 1958. 4 figs., 15 refs. 


Serum glutamic—oxalacetic transaminase (S.G.O.T.) 
and serum glutamic—pyruvic transaminase (S.G.P.T.) 
activity was estimated at the Westminster Hospital, Lon- 
don, in 226 patients and 50 healthy control subjects. 
Of the patients, 127 had no hepatic or cardiac disease 
likely to effect the transaminase levels, while the remain- 
der were suffering from various types of acute or chronic 
disease of the liver. The purpose of the investigation 
was to determine whether the estimation of $.G.O.T. 
and S.G.P.T. activity is worth including among routine 
liver function tests. Spectrophotometric methods of 
assay were adopted as being less laborious, giving more 
reproducible results, and requiring less serum than 
colorimetric methods. Dichromate blanks were used 
instead of serum-reagent blanks to save time and 
expense, and were satisfactory except against lipaemic 
sera. Correction for temperature was applied, all 
results being expressed as at 25°C. The values obtained 
from control subjects and patients without hepatic or 
cardiac disease ranged from 7 to 38 units per ml. for 
$.G.0.T. and from 4 to 26 units per ml. for $.G.P.T. 
activity. S.G.O.T. values over 40 units per ml. and 
8.G.P.T. values over 30 units per ml. were therefore 
regarded as abnormal. _ 

In 15 patients with acute infective hepatitis very high 
levels of S.G.O.T. activity, sometimes exceeding 2,000 
units per ml., were observed, being highest in the 8 cases 
seen within 3 days of the onset of jaundice. In 5 of these 
8 cases S.G.O.T. activity exceeded that of S.G.P.T. 


’ initially, but tended to fall more rapidly so that $.G.P.T. 


activity became the higher at some stage during recovery. 
Increased activity of both enzymes was also found in 3 
cases of hepatitis due to glandular fever. In all of 13 
cases of obstructive jaundice S.G.O.T. activity was 
increased (mostly 80 to 200 units per ml.) and in 10 out 
of 12 S.G.P.T. activity was also high, both returning to 
normal within a week of surgical relief of the obstruction. 
In 20 out of 27 cases of cirrhosis and chronic hepatitis of 
varying severity the S.G.O.T. level was increased (mostly 
40 to 120 units), but S.G.P.T. activity was increased only 
slightly in 11 of these. Similarly, whereas S.G.O.T. 


activity was increased in 15 out of 27 cases of meta- 
static carcinoma of the liver, S.G.P.T. activity was in- 
creased only in the 5 in which S.G.O.T. activity was 
over 70 units per ml. Of 10 cases of ulcerative colitis 
with clinical or pathological evidence of concurrent liver 
damage, the $.G.O.T. value was increased in 9 and that 
of S.G.P.T. in 3. In all but 2 of the 9, however, the 
S.G.O.T. level was below 60 units per ml. In 3 cases of 
toxic hepatitis and one of hepatic infarction the activity 
of both enzymes was increased, the S.G.P.T. values 
tending to be higher than those of S.G.O.T. in these 
cases. In no case of gastro-intestinal disease not involv- 
ing the liver were abnormal values obtained. 

It is concluded that serum transaminase determinations, 
taken in conjunction with serum alkaline-phosphatase 
and bilirubin determinations and flocculation tests, may 
be useful in the diagnosis of liver disease and also in its 
differentiation from cardiac disease, only the S.G.O.T. 
level being increased after myocardial infarction, whereas 
an increase in §.G.P.T. is to be expected in liver disease 
unless the S.G.O.T. level is only slightly raised. They 
may also be of prognostic value in cases of liver disease, 
the maintenance of raised transaminase values after 
acute hepatitis indicating residual complications, and 
rising levels in cases of liver metastases suggesting a poor 
prognosis. Celia Oakley 


HAEMATOLOGY 


230. A Rapid Method for Estimation of the Total 
Leukocyte Count 

N. R. BENJAMIN. Blood [Blood] 13, 677-683, July, 1958. 
4 figs. 


The leucocyte count has been reported to be a fairly 
good index of the dose of atomic radiation received by 
experimental animals and of whole-body x-irradiation 
received by man. In this paper from the Walter Reed 
Army Medical Center, Washington, D.C., the author 
describes a method for the rapid estimation of the total 
leucocyte count which requires simple equipment only 
and could be used in the event of atomic warfare for the 
screening of casualties to identify those whose radiation 
injury was severe enough to require treatment. It may 
also prove useful in epidemics or as a routine screening 
procedure in hospital laboratories. 

The equipment required is a microscope capable of at 
least x25 magnification, slides, straight pins, a staining 
dish, and an appropriate stain made up in a 5% solution 
of formalin in tap water. The head of a straight pin 
(which can also be used as the lancet) is immersed in 
blood from a finger-prick so that a small drop adheres to 
its rounded surface. This is immediately touched on a 
slide to form a small round dot and the process can be 
repeated 2 or 3 times down the slide, giving a number of 
dots of uniform size. With suitable means of identifica- 
tion blood from several patients can be accommodated 
on the same slide. Even distribution of the cells in the 
dried drop is necessary for accurate estimation of the 
leucocyte count and this is best achieved by gentle heating 
over an electric light bulb, ee 
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the presence of gross leucopenia or leucocytosis can be ° 
established even with drops which have dried too slowly 
or too rapidly. After drying, the slide is immersed for 
5 to 10 minutes in the staining solution, the haemoglobin 
being leached out by the water and the drop being fixed 
by the formalin. After rinsing and drying, the slide is 
examined under low power, a magnification of x25 
enabling the entire drop to be seen, and the leucocyte 
count is estimated by comparing the microscopic field 
with photographs of standard preparations. The method 
has been subjected to a field trial in a tent laboratory in 
the Nevada desert during atomic tests; with counts of 
less than 15,000 per c.mm. agreement with standard 
chamber counts performed simultaneously was better 
than + 25%. A. Ackroyd 


231. Changes in the Leucocyte Sedimentation Rate in 
Tuberculosis and Septic Infections: (Comportamento 
della velocita di sedimentazione dei globuli bianchi nella 
malattia tubercolare e nelle infezioni settiche) 

E. LusvarGui, L. BeLLesiA, and P. Mucci. Minerva 
medica [Minerva med. (Torino) 49, 2735-2737, July 11, 
1958. 3 figs. 


The authors report, from the University of Modena, a 
comparative study of the leucocyte sedimentation rate 
(estimated by the technique of Storti et al., Haema- 
tologica, 1956, 41, 1141) and the erythrocyte sedimenta- 
tion rate at various stages of the disease in 20 cases of 
pulmonary tuberculosis and 10 of acute or chronic bac- 
terial infection. In most cases the results were in good 
correlation, but in 3 cases of bacterial sepsis (2 acute and 
one chronic) the leucocyte sedimentation rate remained 
raised after the erythrocyte sedimentation rate had 
returned to normal. The authors conclude that estima- 
tion of the leucocyte sedimentation rate may be of clinical 
value, particularly in the differential diagnosis of pul- 
monary tuberculosis and pulmonary neoplasm in cases 
in which the radiographs of the lung are not clear; in 
the latter the leucocyte sedimentation rate is within 
normal limits, whereas in tuberculosis it remains elevated. 

H. Caplan 


MORBID ANATOMY AND CYTOLOGY 


232. The Histology of the Bronchial Mucosa in Asthma. 
(L’histelogie de la muqueuse bronchique de l’asth- 
matique) 

J. Turiar, Y. Rose, G. BAsset, and Y. JEANJEAN. Journal 
francaise de médicine et chirurgie thoraciques [J. frang. 
Méd. Chir. thor.] 12, 290-309, 1958. 8 figs., 23 refs. 


As a result of the examination of bronchial biopsy 
specimens carried out at the H6pital Bichat, Paris, in 
105 cases of asthma the lesions were tentatively classified 
into three histological types, as follows. (1) Oedema 
and hypervascularity of the bronchial mucosa and myo- 
elastic layer (35 cases). (2) Diffuse hyperplasia and 
oedema affecting the bronchial epithelium, connective 
tissue, and glands (24 cases). (3) Epithelial hyperplasia 
and moderate localized oedema of the connective tissue 
(46 cases). Types 1 and 2 were most frequently found 
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in asthma of recent onset or in young subjects, while 
Type 3 was most often present in patients with chronic 
asthma. Eosinophilia of the mucosa, which was an 
inconstant finding, was observed principally in cases of 
asthma of recent onset in young subjects. 

A. W. H. Foxell 


233. Emphysema Studied by Microradiology 
C. P. OpeERR, P. PizzoLaTo, and J. ZisKIND. Radiology 
[Radiology] 71, 236-245, Aug., 1958. 18 figs., 9 refs. 


At the Veterans Administration Hospital, New Orleans, 
lungs removed intact at necropsy from 65 unselected male 
subjects aged 29 to 79 years were dried in the inflated 
state by blowing air through the bronchus for 2 to 3 days, 
sections of varying thickness being subsequently exam- 
ined by radiological and histological methods. Special 
attention was paid to emphysematous lungs, which were 
classified in three groups: those in which the lesions were 
principally central, those in which they were principally 
peripheral, and those in which they were not localized 
and were accompanied by marked interstitial fibrosis. 
These differences in the distribution of emphysematous 
changes are attributed to physiological differences be- 
tween the central and peripheral zones of the lung. 

The authors conclude that the basic mechanism in 
emphysema appears to be a check valve acting in the 
region of the respiratory bronchioles, and various ways 
in which this might be brought about are discussed. 
Granulomatous inflammation probably plays an in- 
direct part through the contraction of associated scar 
tissue or interference with elastic recoil by interstitial 
fibrosis. G. J. Cunningham 


234. Ciliocytophthoria: Relationship to Viral Respira- 
tory Infections of Humans 
C. H. Pierce and J. G. Hirscu. Proceedings of the 


Society for Experimental Biology and Medicine [Proc. 


Soc. exp. Biol. (N.Y.)] 98, 489-492, July, 1958. 1 fig., 
9 refs. 


Ciliocytophthoria (CCP) is the name given by Papani- 
colaou (N.Y. St. J. Med., 1956, 56, 2,647; Abstr. Wld 
Med., 1957, 21, 151) to a particular type of degeneration 
observed in exfoliated ciliated epithelial cells in specimens 
of sputum from some patients with certain pulmonary 
diseases. The morphological abnormalities include 
nuclear degeneration, pinching off of the distal portion 
of the cell producing free ciliated tufts devoid of nuclei, 
and acidophil cytoplasmic inclusions both in the intact 
and in the divided cells. 


The present authors, writing from the Rockefeller — 


Institute, New York, report their cytological observa- 
tions, with special emphasis on CCP, on the sputum of 
patients with various respiratory diseases; the methods 
used were those described by Papanicolaou, only those 
specimens obtained by deep coughing being studied. 
Cells showing CCP were found in the sputum in 26 out 
of 30 cases of viral influenza, all of 3 cases of primary 
atypical pneumonia, and 25 of 26 cases of acute respira- 
tory infection thought to be due to a virus. On the 
other hand only one out of 8 patients with bacterial 
pneumonia showed CCP in the sputum. CCP was also 
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found infrequently in patients with chronic respiratory 
diseases—for example, in only 3 out of 24 patients with 
sarcoidosis and one out of 7 with pulmonary tuberculosis 
—and it was not found in the sputum from 6 patients 
with diseases of other organs. Thus, the authors note, 
“CCP was strikingly associated with acute respiratory 
disease of established or probable viral origin”. Fur- 
ther daily studies of the sputum of 13 patients with 
influenza due to Type-A virus showed that CCP and 
mononuclear cells predominated in the first week of ill- 
ness. In those patients who developed secondary bac- 
terial pneumonia, polymorphonuclear leucocytes replaced 
the above cells in the sputum smears. 

The authors discuss the significance of CCP and sug- 
gest that it is a specific change in the respiratory mucosa, 
probably related to infection with epitheliotropic viruses. 
They consider that cytological examination of the sputum, 
and in particular the demonstration of CCP, “ may 
prove valuable for prompt differential diagnosis between 
viral and bacterial respiratory infections”. (The rela- 
tionship of CCP to bronchial asthma and carcinoma of 
the lung is not discussed since, as the authors point out, 
only 5 cases of those diseases were available to them.) 

I. Berkinshaw-Smith 


235. Endocardial Fibroelastosis in the Adult 

B. C. Dyson and J. P. Decker. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 66, 190-203, Aug., 1958. 
13 figs., 43 refs. 


From the Pennsylvania Hospital, Philadelphia, the 
authors report 19 cases in which ventricular endocardial 
sclerosis was found post mortem in adults suffering from 
a variety of urfrelated cardiac conditions. The average 
age of the patients was 58 years, 16 being males and 3 
females. Progressive congestive cardiac failure was the 
outstanding clinical feature in all cases and averaged 23 
months in duration. 

When the pathogenesis of the lesion was studied it 
became clear that there was no specific cardiac cause, the 
fibrous thickening probably being a compensatory re- 
sponse of the endocardium to underlying myocardial 
weakness resulting from diverse causes. 

A. W. H. Foxell 


236. The Pathology of Rheumatic Fever Treated with 
Corticosteroids. (Patologia de la fiebre reumatica tratada 
con corticosteroides) 

R. BARROSO-MOGUEL. Gaceta médica de México [Gac. 
méd. Méx.] 88, 407-430, June, 1958. 10 figs., 37 refs. — 


In this paper from the National Institute of Cardiology, 
Mexico, the author reviews the pathological findings in 
30 fatal cases of clinically typical rheumatic fever which 
had been treated mainly by corticosteroid therapy. The 
macroscopic findings, which did not appear to have been 
influenced by the treatment, included valvular vegeta- 
tions in 24 cases, fibrinous pericarditis in 13, pneumonitis 
in 11 (severe in 7), and encephalitis in one. 

The histological appearances on the other hand were 
considerably influenced by the treatment, and the follow- 
ing features seemed to be associated with high doses and 
long courses of corticosteroids. The valvular vegeta- 
tions showed markedly cell-free accumulations of un- 


organized Schiff-positive material with minimal tissue 
reaction in the underlying valve despite clinical evidence 
of prolonged valvular involvement. Fibrinoid necrosis 
was especially severe and widespread, with little tendency 
to organize and reabsorb, and it frequently involved also 
both the cardiac and visceral blood vessels. Aschoff 
bodies were seen in 13 cases, but appeared to be typical 
only in the 3 cases which had received the least treatment, 
the lesions in the remainder showing a .fibroblastic 
transformation. Large cells with intensely blue-staining 
cytoplasm were sometimes seen along with the Aschoff 
bodies; in some cases the cytoplasmic staining obscured 
the cell nucleus sufficiently to produce an appearance 
resembling the haematoxylin bodies of disseminated 
lupus erythematosus. The lungs showed unusually 
severe fibrinoid infiltration around the alveolar blood 
vessels. The intra-alveolar exudate was poorly organ- 
ized and eventually formed numerous Masson bodies, 
while the proliferation of the alveolar lining cells and 
parenchymal fibrosis produced in some cases a histo- 
logical picture indistinguishable from that of the Ham- 
man-Rich syndrome. Lymphocytic infiltration of the 
myocardium occurred in 28 cases, but its severity was 
not related to the dose of corticosteroids; nevertheless, 
the infiltration could be very extensive even when large 
doses had been given. The pericardium showed un- 
usually severe fibroblastic reaction and there was 
unusually severe fibrinoid necrosis in the underlying 
connective tissue. 

In her conclusions the author suggests that corti- 
costeroids may (1) increase fibrinoid necrosis in rheu- 
matic fever, and (2) transform Aschoff cells into active 
fibroblasts. Allan St. J. Dixon 


237. The Natural History of Atherosclerosis: Compari- 
son of the Early Aortic Lesions in New Orleans, Guate- 
mala, and Costa Rica 

J. P. Stronc, H. C. McGitt, C. TesApa, and R. L. 
HOLMAN. American Journal of Pathology [Amer. J. 
Path.] 34, 731-744, July-Aug., 1958. 8 figs., 18 refs. 


From the Louisiana State University School of Medi- 
cine, New Orleans, and the Institute of Nutrition of 
Central America and Panama, Guatemala City, a com- 
parative investigation is reported of the incidence of 
early lesions of atherosclerosis—fatty streaks and fibrous 
plaques—in various populations. The material studied 
consisted of 461 specimens of the aorta from patients in 
the New Orleans area (299 from negroes and 162 from 
whites), 226 similar specimens from patients in Guate- 
mala who were predominantly of Mayan Indian extrac- 
tion, and 113 from patients in Costa Rica who were of 
almost pure white Spanish descent. The ages of the 
patients ranged from 1 to 40 years and all were in the 
lower income groups. 

It was found that in both Guatemalans and Costa 
Ricans fatty streaks developed “in approximately the 
same manner” as in white patients in New Orleans, the 
incidence being lower in all three groups than in the 
negroes of New Orleans. The most significant differ- 
ence was noted in the incidence of fibrous plaques, these 
being far less numerous in patients from Central America 
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than in those from New Orleans, a difference which 
appears to be related to a recognized variation in the 
incidence of clinical manifestations of atherosclerosis. 

The authors consider that the discrepancy in the inci- 
dence of fatty streaks and fibrous plaques “* emphasizes 
the likelihood that atherosclerosis develops by definite 
sequential stages and that the different stages in matura- 
tion of the lesions may be controlled by widely varied 
factors”. For example, the rapid rise in the incidence 
of fatty streaks during the age period 10 to 20 years may 
be attributable to the hormonal changes of puberty, 
and the conversion of fatty streaks to fibrous plaques 
may be related to fibrin incrustation and organization. 
A low-fat diet, even advanced malnutrition, may be 
associated with definite fatty streaks in the aorta, but. it is 
considered that diet may be significant in the formation 
of fibrous plaques. H. Caplan 


238. The Right Ventricle and the Small Pulmonary 
Arteries in Coalworkers 

A. J. THomas and W. R. L. James. British Heart 
Journal (Brit. Heart J.| 20, 403-410, July, 1958. 6 figs., 
11 refs. 


From Llandough Hospital and the Welsh National 
School of Medicine a study is reported of the relation- 
ship between obliterative changes in the branches of the 
pulmonary artery and right ventricular hypertrophy, the 
hearts and specimens of the lungs obtained at necropsy 
on 48 coal-miners being examined. The size of the right 
ventricle was measured by weighing the dissected cham- 
ber and measuring the thickness of the ventricular wall. 
The hypertrophy was defined as definite, slight, or absent, 
the degree of hypertrophy being then related to the 
pathological changes in the branches of the pulmonary 
artery. The arterial changes noted were fibrous distor- 
tion and thickening of the vessel wall with evidence of 
reduction of the lumen by disease or definite thrombosis. 
In general it was found that in the presence of severe 
vascular changes there was moderate or severe right 
ventricular hypertrophy. In lungs showing simple pneu- 
moconiosis the vessels were normal. In 9 cases there 
was massive fibrosis without emphysema, accompanied 
by severe vascular disease and right ventricular hyper- 
trophy. In the authors’ view the findings suggest that 
the changes in the smaller pulmonary arteries and arteri- 
oles are responsible for the right ventricular hypertrophy. 
J. B. Wilson 


239. Histologic Studies of Kidney Biopsy Specimens 
from Patients with Hypertension 


S. C. Sommers, A. S. RELMAN, and R. H. SmITHWwIck. 
American Journal of Pathology (Amer. J. Path.| 34, 685-— 
715, July—Aug., 1958. 31 figs., bibliography. 

The authors review the morphological and histochemi- 
cal alterations occurring in renal tissue in hypertension 
as seen in 1,766 renal cortical biopsy specimens removed 


thectomy at the Massachusetts Memorial Hospitals 
(Boston University School of Medicine), Boston, during 
the period 1946-55. The arterioles were graded accord- 
ing to degree of sclerosis from Grade 0 (indicating 


from 1,350 hypertensive patients subjected to sympa-— 
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unaltered arterioles) up to Grade 3 (indicating a thicken- 
ing of the arteriolar wall exceeding the diameter of the 
lumen). Less than 2% of the patients had insignificant 
or no arteriolar abnormalities, but over 66°% had 
advanced arteriolar sclerosis. It is considered neverthe- 
less that the presence of even a few individuals with 
apparently normal renal vessels is consistent with the 
view that hypertension precedes structural changes in 
the kidney vasculature. 

Evidence of ischaemia in the form of tubular cloudy 
swelling and dilatation of convoluted tubules was found 
to precede any visible alterations in the arterioles, 
and to explain these changes the existence of spasm is 
invoked. Spasm of morphologically unaltered afferent 
arterioles—found in all but one specimen from cases in 
Grade O—was inferred from the observed concentric 
overlapping of the apparently normal smooth muscle 
cells that composed their walls. Indications of more 
prolonged and persistent ischaemia were found in the 
form of lymphocytic aggregations collected about irre- 
versibly damaged tubular segments. Ultimately, hyalin- 
ization and collagenization occurred. The authors infer 
that the sequence of events may be as follows: spastic 
arteriolar contraction, intramural vascular oedema, mus- 
cular overgrowth, degeneration and disappearance of 
elastic tissue accompanied by pooling of the ground 
substance and its permeation of adjacent intercellular 
spaces, and finally irreversible deposition of collagen 
and hyalinization in the afferent arterioles. It was not 
clear that any hyperplasia of elastic fibres occurred. 
Scars, lymphocytic aggregations in interstitial tissue, and 
slight or obvious glomerular alterations commonly 
accompanied the more advanced grades of arteriosclero- 
sis. Fibrinoid necrosis was found either focally or 
diffusely in arterioles showing all 3 grades of arterio- 
sclerosis, but its presence did not indicate an inevitably 
poor prognosis. No correlation could be established 
between diffuse vascular necrosis and the postoperative 
survival rate. The clinical state of malignant hyper- 
tension and the pathological demonstration of arteriolar 
fibrinoid necrosis appeared to be related, but not 
equivalent. 

It is concluded that “ renal ischaemia probably pre- 
cedes detectable vascular abnormalities in essential 
hypertension. When structural alterations have devel- 
oped in arteriolar walls, secondary renal changes may 
serve to maintain or accelerate the hypertensive pro- 
cesses”’. The authors-add that “‘ whatever ‘the nature 
of the relationship between renal vascular lesions and the 
severity of hypertension, it is obviously not a precise one, 
since there were wide variations in local kidney altera- 
tions at most levels of blood pressure ”’. 

[This is an important, detailed, excellently illustrated 
paper, well worth reading in full.] Hi. Caplan 


240. A Systematic Analysis of Intracranial Aneurysms 
from the Autopsy File of the Presbyterian Hospital 1914 to 
1956 

E. M. Housepian and J. L. Poot. Journal of Neuro- 
pathology and Experimental Neurology (J. Neuropath. 
exp. Neurol.) 17, 409-423, July, 1958. 21 refs. 
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Microbiology and Parasitology 


241. Experimental Studies of the Pathogenesis of Pem- 
phigus by Virological Methods using Chick Embryos. 
sMOpHOHax) 

A. T. AKOPJAN, E. M. RAHMALEVié, A. A. AVAKJAN, 
N. M. Ovémnnikov, P. M. ZALKAN, E. A. IEVLEBA, N. B. 
IvANOVA, and G. I. Zercatova. Becmuux J[epmamo- 
u Bexeponoeuu [Vestn. Derm. Vener.] 32, 3-9, 
No. 4, July—Aug., 1958. 3 figs., 9 refs. 


In investigations carried out at the Central Dermato- 
Venereological Institute and the Institute of Virology of 
the Academy of Medical Science of the U.S.S.R. blood 
serum or the contents of bullae from patients suffering 
from different forms of pemphigus or dermatitis her- 
petiformis was injected into the chorio-allantois of 6- or 


' 7-day-old chick embryos and 5 or 6 consecutive passages 


carried out. The inoculation material was diluted 1:1 


‘since inoculation of undiluted material caused the death 


of most embryos. Serum from healthy subjects or 
patients suffering from skin diseases of a non-pemphigoid 
type was used for control purposes. 

Of the 1,566 embryos in the experimental series, about 
one-third died within 6 days of inoculation, their allan- 
toic fluid being sterile. The remaining embryos were 
killed on the 6th day and examined in strictly aseptic 
conditions. Bacterial contamination of the allantoic 
fluid was excluded in each case. All these embryos were 
underdeveloped compared with the controls, and their 
skin showed the presence of minute haemorrhages and 
often of bullae of varying sizes. The allantoic mem- 
brane was usually hypertrophic and hyperaemic, and the 
allantoic fluid was scanty, turbid, and often haemorrhagic. 
The microscopical appearance of the affected skin was 
somewhat similar to that of pemphigus in man, but 
smears of the skin and other organs did not show the 
cytological picture characteristic of human pemphigus. 
Material for inoculation which had previously been 
heated to 57°C. for one hour or which came from 
patients who had been treated with steroids had no such 
effects on the embryos. 

The authors claim that their findings provide support 
for the theory of a virus aetiology of pemphigus. 

H. Makowska 


242. Laboratory Diagnosis of Leptospirosis with the 
Sensitised-erythrocyte Lysis Test 

C. G. SHarp. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 76, 349-356, 1958. 4 refs. 


Laboratory methods for the diagnosis of leptospiral 
infections are of special importance as clinical diagnosis 
is somewhat uncertain and generally requires con- 
firmation by either blood culture or serological tests. Of 
the latter, the one usually employed is the agglutination- 
lysis (A.L.) test, but recently a new method, the sensitized- 


erythrocyte lysis (S.E.L.) test, was introduced by Chang 
et al. (Amer. J. trop. Med. Hyg., 1957, 6, 101; Abstr. 
Wld Med., 1957, 22, 256) involving the extraction of a 
genus-specific erythrocyte-sensitizing substance (E.S.S.) 
from leptospirae which is used to sensitize erythrocytes 
to the agglutinating action of leptospiral antisera. 

The present paper reports the results obtained with 
this test in the W.H.O. Leptospirosis Reference Labora- 
tory, Brisbane, and “ provides further evidence of its 
broad reactivity against leptospirae of all recognized 
serogroups”’. A preparation of E.S.S. extracted from 
Leptospira australis A. (strain Ballico) was used for 
testing rabbit antisera against 26 different human 
strains of Leptospira and also the non-pathogenic L. 
biflexa. All these sera gave titres of 1 in 640 or greater 
with the S.E.L. test. In addition antisera against 172 
leptospiral strains, including 13 serotypes isolated in 
Queensland, were examined and gave titres of 1 in 2,560 
or greater. The specificity of the test was studied by 
examining sera from 198 patients with pyrexia not 
attributable to leptospirosis. Of these, 929% gave 
negative reactions with the S.E.L. test, 7°% had stationary 
titres up to 1 in 160, and 1% had titres rising from nega- 
tive to 1 in 40. Low stationary titres were also found in 
a similar proportion of sera from normal individuals. 

The interpretation of the S.E.L. test is thus compli- 
cated by the unexplained occurrence of sofne positive 
reactions apparently unrelated to leptospiral infections. 
However, in its present form it is of value as a screening 
procedure, especially in tropical areas where many 
serotypes are present. In 99 out of 104 cases of proved 
leptospiral infection E.S.S. appeared in the blood simul- 
taneously with or before the A.L. antibody. High 
E.S.S. titres were obtained in S.E.L. tests performed on 
sera which had been stored at —20° C. for up to 5 years. 

Edward Hindle 


243. The Antibody Content of Single Cells 
M. C. BERENBAUM. Journal of Clinical Pathology (J. 
clin. Path.) 11, 543-547, Nov., 1958. 4 figs., 28 refs. 


Intracellular antibody may be demonstrated by treating 
imprints of lymph nodes from immune animals with a 
solution of radio-iodinated homologous antigen. Un- 
combined antigen is washed off and autoradiographs are 
made. Antibody is present in plasma cells. Grain 
counts in the autoradiograph over individual cells permit 
the amount of combined antigen to be calculated. If 
certain assumptions are made, the amount of antibody 
per cell may be estimated. According to these estimates, 
plasma cells appear to contain between 1:25 and 
7-5 x 10-13 g. antibody per cell—[Author’s summary.] 


244. The Magnitude of the Immune Response Incited by 
Killed and Attenuated Mycobacteria . 
J. H. Hanks. Journal of Immunology [J. Immunol.) 81, 
297-301, Oct., 1958. 2 figs., 12 refs. 
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245. Reserpine and Vascular Tone 
J. H. Burn. British Journal of Anaesthesia [Brit. J. 
Anaesth.| 30, 351-357, Aug., 1958. 26 refs. 


Previous work by the author and various colleagues 
(for example, Brit. med. J. 1958, 1, 903; Abstr. Wld 
Med., 1958, 24, 273) has shown that nicotine has a dual 
action: it is inhibitory to the heart because it stimulates 
parasympathetic ganglia; but this effect is overshadowed 
by its other, excitatory, action, which it exerts by causing 
chromaffin tissue in and around the heart and blood 
vessels to release more adrenaline and noradrenaline. 
This release is opposed by reserpine. 

On the basis of this experimental work the author 
suggests that there are two classes of sympathomimetic 
amine: (1) adrenaline, noradrenaline, and dopamine, 
which act directly on the vessel walls, these structures 
being rendered more sensitive to their action by reserpine; 
and (2) ephedrine, amphetamine, tyramine, and similar 
amines, which have no direct effect on the vessel walls, 
but act by liberating noradrenaline. It is also suggested 
that the sensitivity of the vessel wall to noradrenaline 
varies inversely with the amount of this substance stored 
in it; thus an intravenous infusion of noradrenaline, by 
building up this store, renders the system insensitive to 
endogenous noradrenaline. This possibility may make 
difficult the discontinuance of a noradrenaline drip 
infusion and therefore in such circumstances an injection 
of ephedrine may be given, because its (indirect) action 
is to release noradrenaline stored in the arterial wall, 
and it is most effective when this store is large. Since 
peripheral vascular disease is often due to an abnormal 
release of noradrenaline the administration of reserpine 
may in some cases be an effective form of treatment, 
provided its known central depressant effect is not too 
severe. Ronald Woolmer 


246. Clinical Experience with Orally Administered War- 
farin Sodium 

H. G. DANForD, J. L. JUERGENS, and N. W. BARKER. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 33, 359-363, July 9, 1958. 9 refs. 


At the Mayo Clinic the anticoagulant effect of war- 
farin sodium in 170 patients was compared with that 
of dicoumarol in 100 patients, both drugs being given by 
mouth. The initial dose of warfarin sodium was 40 to 
60 mg. and the daily maintenance dose up to 20 mg.; 
the initial dose of dicoumarol was 300 mg. (given with 
1,200 mg. of ethyl biscoumacetate to produce a rapid 
therapeutic effect) and the maintenance dose was up to 
200 mg. daily. The prothrombin time was determined 
by the one-stage method of Quick, the therapeutic range 
being regarded as 27 to 58 seconds, indicating prothom- 
bin activity between 30% and 10°% of normal. 

The rate of the initial response to warfarin was similar 
to that to dicoumarol, a therapéutic effect being achieved 
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in 12 to 24 hours in approximately half the patients in 
each group and in 36 to 48 hours in almost all the patients, 
The incidence of “‘escape periods” of prothrombin 
activity above or below the therapeutic range during 
maintenance therapy was almost twice as high in the 
patients given dicoumarol as in those given warfarin 
sodium. Episodes of haemorrhage occurred in 5 
patients receiving warfarin sodium, 3 of whom required 
vitamin K and one a blood transfusion. Administra- 
tion of vitamin K counteracted the effect of warfarin in 
11 out of 12 patients, prothrombin activity being restored 
to 50% to 80% of normal in 12 to 24 hours. When 
warfarin therapy was discontinued prothrombin activity 
returned to normal within 5 days in 10 out of 13 patients; 
in the remaining 3 patients it was 45°% to 70°%% of normal 
on the fifth day. It is concluded that warfarin sodium 
is slightly more effective than dicoumarol as an anti- 
coagulant. Gerald Sandler 


247. Uncoated Buffered Ferrous Sulfate. Absorption 
in Man of Radioactive Iron (Fe5°) as Ferrous Sulfate 
Measured Electronically 

A. H. Price, L. Err, and J. Brerty. Journal of the 
American Medical Association [J. Amer. med. Ass.] 167, 
1612-1615, July 26, 1958. 11 refs. 


The authors, at Jefferson Medical College, Philadelphia, 
have studied absorption of iron by patients given un- 
coated tablets containing 200 mg. of ferrous sulphate 
and 200 mg. of magnesium aluminium hydroxide. 
In the first part of the investigation 10 patients received 
a tracer dose of radioactive iron (59Fe) with the uncoated 
tablet. There was a satisfactory rise in the radioactivity 
of whole blood in all 10 patients. In the second part 
of the study, 27 patients who had previously suffered 
from nausea and other gastro-intestinal symptoms 
after taking iron preparations were given the buffered 
ferrous sulphate tablets. None of the patients com- 
plained of nausea or burning sensation, the only side- 
effects being diarrhoea in one patient and abdominal 
cramps in another. I. McLean Baird 


248. The Cough Sirup as Palliative Therapy. A Clinical 
Evaluation of Dimethoxanate 

B. KLEIN. Antibiotic Medicine and Clinical Therapy 
[Antibiot. Med.] 5, 462-465, July, 1958. 3 refs. 


“* Dimethoxanate ” in the form of a flavoured syrup 
containing 5 mg. per ml. was given to 15 patients at the 
Westmount Sanatorium, Glen Falls, New York, who 
were suffering from severe chronic cough associated with 
various incurable conditions, the usual dosage being 
one drachm (3-5 ml.) morning and evening, repeated 
during the day if necessary. The results were good in 
all cases, relief coming on within 5 minutes and lasting 
for up to 4 hours. No undesirable side-effects were 
noted and no drying up of secretions. That these good 
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results were due to the drug was confirmed by the sub- 
stitution, unknown to the patient, of a similar syrup 
containing only a placebo, whereupon the cough returned 
with its former severity. It is stated that with dime- 
thoxanate the cough reflex is diminished, but not 
abolished. V. J. Woolley 


249. Osmotic Diuretic Treatment of Refractory Edema 
L. M. BERNSTEIN, B. BLUMBERG, and M. C. ARKIN. 
Circulation [Circulation] 17, 1013-1020, June, 1958. 
2 figs., 18 refs. 


Osmotic diuretic agents are excreted into the proximal 
renal tubule, but not reabsorbed therefrom, and their di- 
uretic action is therefore the result of their osmotic 
effect, which causes retention of water within the tubule 
lumen; as the amount of water increases, the concentra- 
tion of sodium presented to the proximal tubule cells 
falls and therefore less sodium is reabsorbed. This 
action can be augmented by mercurial diuretics, which 
further increase sodium excretion by decreasing the 
avidity of tubular sodium reabsorption. The distal 
tubule is unable to retain more than a small fraction of 
the sodium presented to it during a brisk osmotic 
diuresis and most is excreted in the urine. Mannitol is 
an inert hexose excreted by glomerular filtration and 
acts as an Osmotic diuretic, and its effect in 6 cases of 
refractory oedema is here reported from the Veterans 
Administration Hospital, Hines, Illinois; in all these 
cases treatment with strict salt restriction, together with 
mercurial and other standard diuretics had failed. 
Mannitol was infused intravenously in a 25% solution 
in amounts up to 2,000 ml. (500 g.) over 4 to 8 hours. A 
mercurial diuretic (“‘thiomerin’’) was given intra- 
venously in doses of 2 ml. Results were assessed by 
daily measurements of the water, sodium, potassium, and 
chloride output. 

In one patient with nephrotic oedema treatment with 
mannitol was successful and potentiated the effect 
of thiomerin, the combined treatment producing a 24- 
hour output of 8,685 ml. of urine containing 660-3 mEq. 
of sodium, both figures being greatly in excess of usual 
excretion. In a second patient with nephrosis no 
benefit resulted. Another 2 patients with oedema due 
to severe cardiac failure were treated. In one of these, 
with gross congestive failure due to primary pulmonary 
hypertension, a satisfactory diuresis resulted, but pul- 
monary oedema complicated the intravenous infusion 
on 3 occasions and eventually led to death. The second 
patient, with ischaemic heart failure, achieved a very 
satisfactory diuresis, but the development of pulmonary 
congestion obliged treatment to be stopped. In a fifth 
Patient, who had hepatic cirrhosis and ascites, a large 
diuresis of 8,075 ml. containing 469 mEq. of sodium 
resulted; potassium excretion was unaffected. Flapping 
tremor with rigidity of the limbs followed the infusion, 
but lasted for one hour only. In the sixth patient, who 
also had cirrhosis, mannitol treatment failed. 

In spite of great losses of water, sodium, and chloride 
and lesser losses of potassium, no significant changes 
Occurred in the serum levels of sodium, potassium, 
chloride, or bicarbonate. It is concluded that mannitol 


is an effective osmotic diuretic if given in large doses in 
combination with mercurial diuretics, but the risk of 
pulmonary oedema in cardiac patients is stressed. 

David Phear 


250. A Study of the Interaction between Neuromuscular 
Blocking Agents and Acetylcholine at the Mammalian 
Motor End-plate. [In English] 

S. THESLEFF. Acta anaesthesiologica Scandinavica {Acta 
anaesth. scand.| 2, 69-79, 1958. 7 figs., 14 refs. 


Ionophoretic micro-application of drugs and intra- 
cellular electrodes have been used for studies of drug 
antagonism at the motor end-plate of single muscle 
fibres in the tenuissimus muscle of the cat. 

Tubocurarine and gallamine (“‘ flaxedil ’’”) reduced the 
amplitude of the depolarization produced by brief 
application of acetylcholine. This antagonism to acetyl- 
choline had, particularly with gallamine, a rapid time 
course. The membrane potential and the electrical 
properties of the membrane were not affected. The 
initial effect on the motor end-plate of applied deca- 
methonium and succinylcholine was membrane depolar- 
ization. When continuously applied to the end-plate, 
these agents, however, also caused a reduction in the 
sensitivity of the end-plate receptors. Receptor de- 
sensitization was manifested by a diminished response 
to brief application of acetylcholine and by membrane 
repolarization. The degree and the rate of onset of 
desensitization were graded according to drug concen- 
tration. Changes in the electrical properties of the 
muscle membrane were not observed in the desensitized 
state. Mutual synergism occurred between the receptor 


_ desensitization produced by tubocurarine or gallamine 


and that caused by depolarizing agents. 

It is concluded that the neuromuscular block produced 
in mammals by decamethonium and succinylcholine is 
due to end-plate depolarization as well as to receptor 
desensitization. Which of the two processes dominates 
the transmission block depends upon drug concentration 
and species or muscle differences in the rate of onset of 
the desensitization mechanism.—[Author’s summary.] 


251. Effects of Meprobamate, Phenobarbital and dextro- 
Amphetamine on Reaction Time and Learning in Man 

C. Kornetsky. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol. exp. Ther.] 123, 
216-219, July, 1958. 4 figs., 6 refs. 


The effects of 800 and 1600 mg. of meprobamate, 5 
and 15 mg. of p-amphetamine and 60 and 120 mg. of 
phenobarbital were studied on the performance of 8 
normal subjects on a multiple stimulus—response appara- 
tus. Three procedures were studied: simple motor 
behavior, choice reaction time and learning. The follow- 
ing conclusions were drawn. Meprobamate at 1,600 mg. 
significantly impairs motor coordination and reaction 
time. Meprobamate at 800 and 1,600 mg. significantly 
affects learning rate. Neither 60 nor 120 mg. of pheno- 
barbital nor 5 or 15 mg. of D-amphetamine significantly 
affected motor coordination, reaction time or learning. 
—[Author’s summary.] 


252. Reactions to Benzathine Penicillin 
R. B. MCFARLAND. New England Journal of Medicine 
[New Engl. J. Med.| 259, 62-65, July 10, 1958. 6 refs. 


The author describes the allergic reactions following a 
single injection of either 600,000 or 1,200,000 units of 
benzathine penicillin in 12,858 recruits at the U.S. 
Naval Training Center, Bainbridge, Maryland. Reac- 
tions, which ranged from mild transient urticaria to 
prolonged serum sickness, occurred in 1-14°%% of 7,751 
men receiving 600,000 units and 1-68°% of 5,107 men 
given 1,200,000 units, and tended to be more severe in 
the latter group. Altogether 175 men had reactions, 
these being slight in 21°, moderately severe in 67°%, and 
severe enough to require cortisone therapy in 8%. 
Some 73% of the reactions occurred in the second week 
after the injection. Subsequent relapses were common, 
skin reactions tending to flare up in areas subjected to 
trauma. 

The effect on the reactions of administration of pro- 
methazine was studied in 47 patients, a similar group 
receiving a placebo. There appeared to be very little 
difference between the two groups in the rate of improve- 
ment. 

The author concludes that intramuscular injections of 
benzathine penicillin are safe and effective for mass 
administration and that the sensitivity reactions are 
usually infrequent and mild..- Gerald Sandler 


253. Penicillin in the Treatment of Streptococcal Infec- 
tions: a Comparison of Effectiveness of Five Different 
Oral and One Parenteral Form 

B. B. Breese and F. A. Disney. New England Journal 
of Medicine [New Engl. J. ders 259, 57-62, July 10, 
1958. 6 refs. 


A comparative investigation is reported of the efficacy 


of one form of penicillin given parenterally and 5 . 


different preparations given by mouth in the treatment of 
infections due to 8-haemolytic streptococci in 611 children 
seen in private practice in Rochester, New York. The 
results obtained with one intramuscular injection of 
600,000 units of benzathine penicillin (122 patients) were 
compared with those obtained with the oral administra- 
tion, in 10-day courses, of benzathine penicillin (115 
patients), phenoxymethylpenicillin (122), buffered potas- 
sium benzylpenicillin (114), and buffered potassium 
benzylpenicillin with probenecid (138). The patients 
were followed up for a period of 2 months, and in all 
cases throat swabs were cultured 6 weeks after the start 
of treatment. 

Clinical and bacteriological cure was obtained in 
significantly more patients on parenteral therapy (92-6°%) 
than in those given the antibiotic by mouth (86:9%). No 
significant differences were observed in the cure rates with 
the various oral preparations. Recurrence of clinical 
signs and symptoms and of strongly positive throat 
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cultures was significantly more frequent with oral than 
with parenteral penicillin. The incidence of skin reac- 
tions after intramuscular injection was similar to that 
following oral administration of the antibiotic; pain 
occurred with the former and vomiting with the latter. 
Skin reactions were most frequent in the group given 
penicillin with probenecid. 

The authors conclude that a single intramuscular 
injection of 600,000 units of benzathine penicillin is the 
treatment of choice in streptococcal infections in children, 
but when an oral preparation is indicated buffered 
benzylpenicillin is to be preferred, chiefly because it is 
the cheapest, Gerald Sandler 


254. Enhancement of Tetracycline Blood Levels 

C. M. Kunin, W. F. Jones, and M. FINLanp. New 
England Journal of Medicine [New Engl. J. Med.} 259, 
147-156, July 24, 1958. 5 figs., 18 refs. 


From the -Thorndike Memorial Laboratory, the City 
Hospital, and Harvard Medical School, Boston, a study 
is reported of the blood levels of tetracycline achieved 
with, and the potency of, various preparations of this 
antibiotic, potency being assayed by the inhibitory 
effect of the serum on a culture of Bacillus cereus. Three 
series of comparisons were made: (1) between the hydro- 
chloride and a phosphate complex of tetracycline given 
to fasting subjects; (2) between the hydrochloride, the 
phosphate complex, and two samples of tetracycline 
base; and (3) between a calcium-free hydrochloride 
sample, a phosphate-complex sample with no adjuvants, 
a calcium-free hydrochloride sample with glucosamine, 
and the hydrochloride with citric acid. No statistically 
significant difference was observed between the values 
obtained with the preparations used in (1) and (2). In 
(3) only the mixture of the hydrochloride with citric 
acid was statistically superior to the hydrochloride 
alone, although the phosphate complex and the gluco- 
samine hydrochloride possessed an insignificant supeti- 
ority in some cases. The authors emphasize the 
importance of the supposedly inert constituents in the 
capsules of tetracycline preparations, particularly the 
salts of calcium and magnesium. V. J. Woolley 


255. The Use of Sulfamethoxypyridazine (Kynex) in the 
Treatment of Infectious Diseases . 

F. Ruiz SANcHEz, A. Ruiz SANCHEZ, R. Aceves, and 
E. NARANJO GRANDA. Antibiotic Medicine and Clinical 
Therapy [Antibiot. Med.] 5, 437-444, July, 1958. 3 figs., 
24 refs. 


At the Hospital Civil, Guadalajara, Mexico, 4 
patients aged from 3 to 69 years suffering from various 
infections were treated with “‘ kynex ” (sulphamethoxy- 
pyridazine), a new antibiotic derived from Streptomyces 
kanamyceticus, in doses ranging from 0-375 to 3-0 & 
according to age. The results were considered excellent 
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in 9 out of 11 cases of carbuncle due to Bacillus anthracis, 
good in erysipelas (5 cases), scarlet fever and other 
streptococcal infections (5 cases), and in otitis media due 
to Staphylococcus aureus (6 cases). They were poor 
in infections due to Proteus. Side-effects included a 
morbilliform rash in one patient, abdominal pain and 
vomiting in another, and anaemia in a third, but all 
these reactions disappeared when the drug was with- 
drawn. : V. J. Woolley 


256. Assessment of Toxicity of a New Sulfonamide, 
Sulfamethoxypyridazine (Kynex) 

J. VINNICOMBE. Antibiotic Medicine and Clinical Therapy 
[Antibiot. Med.| 5, 474-476, July, 1958. 2 refs. 


The author describes a trial designed principally to 
study the side-effects caused by the recently introduced 
sulphonamide sulphamethoxypyridazine, which was 
given in a dosage of 1-5 g. daily for 5 days to 110 out- 
patients attending the Venereal Diseases Clinic of St. 
Thomas’s Hospital, London, for the treatment of non- 
specific infections of the genital tract. Of the 94 patients 
completing the trial, only 12 complained of undesirable 
effects, these including headache in 9 cases, anorexia 
without vomiting in 4, sore throat (without leucopenia) in 
one, and giddiness in one; treatment was discontinued 
in the patient complaining of giddiness, but not in the 
others. Leucocyte counts performed in 4 cases showed 
a slight lymphocytosis in 2. The dosage recommended 
by the manufacturers is 1 g. initially, followed by 0-5 g. 
daily. 

It is concluded that sulphamethoxypyridazine exhibits 
extremely low toxicity, and no case of sensitivity to the 
drug was observed. V. J. Woolley 


257. Clinical and Biological Investigations on the New 
Antituberculosis Drugs (Pyrazinamide and Cycloserine) 
A. O. Zorini, G. Sprna, and G. E. De Simont. Diseases 
of the Chest [Dis. Chest] 34, 27-46, July, 1958. 11 figs., 
8 refs. 


In this clinical and laboratory study of the effects of 
pyrazinamide and cycloserine in the treatment of pul- 
monary tuberculosis, reported from the Carlo Forlanini 
Institute, Rome, 30 patients who had had previous 
chemotherapy and whose organisms were resistant to 
streptomycin, isoniazid, and PAS were treated with 
pyrazinamide in a mean dosage of 2-5 g. daily for an 
average period of 80 days. Some improvement was 
noted in 12 cases, but this did not endure for more than 
35 to 40 days of treatment and was followed by toxic 
Phenomena, predominantly hepatic. . Laboratory tests 
at this time showed an increase in the serum precipitable 
protein-bound iodine level and dissociation of the serum 
globulins, resulting in an increase in the 8-globulin and 
a decrease in the y-globulin fraction. 

Another 88 patients were given cycloserine for periods 
varying up to 8 months in doses of 1 to 1-5 g. daily. 
There were 23 new and 65 chronic cases (some of the 
latter being resistant to the usual antituberculous 
drugs). Definite radiological improvement was mani- 
fest both in fresh exudative cases and in cases of 
chronic cavitary disease, with appreciable diminution of 
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‘treatment with isoniazid ”’. 
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large cavities and conversion of sputum in both types 
of case. Out of 18 “ hyperchronic” cases resistant 
to all other drugs, marked reduction of old cavities 
occurred in 4. In one patient with chronic miliary 
tuberculosis who had been unsuccessfully treated with 
streptomycin and isoniazid a striking result was obtained, 
with total absorption of the miliary foci and healing of 
the concomitant laryngitis. Bacteriologically, in about 
half the patients an originally positive sputum became 
negative after the first month of treatment and remained 
so until the end of the 8th month; of 26 cases in which the 
sputum was positive on direct smear examination, in 13 
it became negative, while of 27 sputa positive on culture, 
11 became negative. Severe toxic effects on the ner- 
vous system occurred in only 3 patients (one of whom 
attempted suicide); in the rest, however, they were mild 
and infrequent and rarely interfered with continuation 
of the treatment. Laboratory tests-after 3 months of 
treatment showed normal values for the serum precipit- 
able protein-bound iodine level, serum protein content 
(particularly the B- and y-globulin fractions), plasma ~ 
fibrinogen level, prothrombin time, plasma lipase activity, 
and liver function. 

[The results claimed for cycloserine, particularly with 
regard to sputum conversion, are far more favourable 
than those reported by most other observers. If this 
was due to the use of higher dosages of the drug it is diffi- 
cult to explain the relative infrequency of severe toxic 
effects. ] A. J. Karlish 


258. Clinical Studies on Tebamin. [In English] 

K. TorninG, K. A. JENSEN, and I. KLAgR. Acta tuber- 
culosea Scandinavica [Acta tuberc. scand.| 35, 87-100, 
1958. 4 figs., 4 refs. 


In an attempt to minimize the dyspeptic complications 
of long-term administration of PAS a new derivative, 
“*tebamin ” (p-aminosalicylic acid phenyl ester), was 
tried in conjunction with isoniazid on a group of 22 
patients with pulmonary tuberculosis. The disease 
process was moderately or far advanced in 20 cases and 
classified as minimal in 2. In all the cases repeated cul- 
ture of the sputum was positive. Only 5 of the patients 
had had some treatment previously (pneumothorax in 
one). 

Tebamin was given in a dosage of 4 g. 3 times a day 
after main meals, with isoniazid 4 mg. per kg. body 
weight daily. The duration of treatment at the time 
of reporting was 42 to 56 weeks in 14 cases, and 9 to 22 
weeks in the remainder. Sputum or gastric contents 
were examined each week and drug sensitivity tests were 
carried out at the same time. During treatment 3 
patients died, 2, aged 80, of apparently unrelated causes 
and one, aged 27, 4 days after thoracoplasty. 

The results were highly satisfactory. In all cases the 
sputum became negative during the course of treatment. 
No increase in resistance to the two drugs was demon- 
strated. Tebamin was well tolerated, and there was no 
aggravation of symptoms in patients suffering from gastric 
ulcer. 

It is concluded that tebamin is “ suitable for combined 
A. J. Karlish 
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B. McConkey and R. A. Daws. Lancet [Lancet] 2, 
15-17, July 5, 1958. 3 figs., 6 refs. 


The authors describe 4 cases admitted to the Royal 
Infirmary, Cardiff, during October and November, 1957, 
in which severe neurological signs and symptoms ap- 
peared 4 or 5 days after the onset of Asian influenza. 
The first 2 patients, a youth aged 16 and his sister aged 
13, developed encephalitis at the same time. Both 
had an abnormal electroencephalogram and a high 
titre of complement-fixing antibodies to influenza-A 
virus, while haemagglutination-inhibition tests gave high 
titres for the Asian variety. They were very ill, the 
girl being in deep coma and having a temperature 
of 104-6° F. (40-3° C.) and an attitude of decerebrate 
rigidity. The boy recovered quickly, but the girl more 
slowly and not completely, after treatment with penicillin 
and cortisone. Other members of this family had had 
febrile attacks, and Asian influenza was diagnosed sero- 
logically in 3 of them, including a sister who had severe 
headache and was drowsy. 

The third patient, a woman aged 32, had a mild 
encephalitis, with pupillary and oculomotor abnormali- 
ties which persisted for one month. There was sero- 
logical evidence of recent infection with the Asian variety 
of influenza-A virus. The last patient, a girl of 6, had 
an illness resembling lymphocytic choriomeningitis, and 
the electroencephalogram was abnormal; this patient 
recovered completely. Complement-fixation titres were 
1:64 for influenza viruses A and C and mumps V; 
the haemagglutination-inhibition test gave a titre 
of 1:32 for the Asian variety. Although the sero- 
logical evidence in the last case was not so strong as in 
the others, the authors nevertheless consider that the 
neurological disorder was a complication of Asian 
influenza in all 4 cases. G. C. R. Morris 


260. Transmission of the Common Cold to Volunteers 
under Controlled Conditions. III. The Effect of Chilling 
of the Subjects upon Susceptibility 

H. F. Dow ina, G. G. Jackson, I. G. SPIESMAN, and 
T. INouye. American Journal of Hygiene (Amer. J. 
Hyg.) 68, 59-65, July, 1958. 1 fig., 20 refs. 


In experiments carried out at the University of Illinois 
College of Medicine, Chicago, 428 healthy volunteers 
were inoculated intranasally with filtered nasal secretions 
(the infectivity of which had been demonstrated) ob- 
tained from patients with the common cold, and 233 
control subjects with a non-infectious haemoglobin solu- 
tion. Each subject stayed for 2 to 4 hours either before 


or after the intranasal instillation in one of three special 
chambers in which the environmental temperature and 
humidity were controlled, one having a temperature of 
60° F. (15-6° C.) with 80% relative humidity, the second 
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having a temperature of 10° F. (—12-2°C.) with 80% 
relative humidity, and the third a temperature of 80° F. 
(26-7° C.) with 30% relative humidity. Those subjects 
who were placed in the low-temperature chamber wore 
normal outdoor clothes with an overcoat, while those 
placed in the other chambers wore a minimum amount 
of clothing. 

About one-third of those inoculated with infectious 
material developed colds regardless of the environment 
to which they had been exposed, and it was therefore 
concluded that chilling of the host at or about the time 
of infection does not make him more susceptible to the 
virus of the common cold. Among the control subjects, 
16° of those exposed to the ** comfortable ’” environment 
and 7% of those exposed to each of the “ chilling” 
environments developed a cold. The frequency of colds 
among females was consistently higher than among males 
in these experiments. D. Geraint James | 


261. Zoster Sine Herpete 
G. W. Lewis. British Medical Journal [Brit. med. J. F 
2, 418-421, Aug. 16, 1958. 22 refs. 


The author points out that since it is well known that 
subclinical or incomplete infections with many bacteria 
and viruses can occur, infection with the virus of herpes 
zoster without the development of the characteristic 
rash may also be expected. He quotes cases from the 
literature and describes several of his own, seen in general 
practice in Leeds, in which typical segmental pain and 
rash occurred over the cutaneous distribution of one or 
more nerves, but in which pain without rash was experi- 
enced in the areas of other nerves. He then goes 
further and describes reported cases in which the charac- 
teristic pain was limited to the area of one or more 
nerves, but without the development of any skin lesions 
at all. Such cases may have painful muscular paresis, 
disturbances of certain viscera, ophthalmic neuralgia, 
otalgia, acute labyrinthitis, and unilateral paralysis of 
the muscles of the soft palate, the pharynx, or the 
vocal cord. 

The author considers that zoster sine herpete may be a 
more common disease than is usually supposed, and 
should be considered as a possible diagnosis in painful 
syndromes of obscure aetiology. R. Hare 


262. An Experimental Investigation of Methods for the 
Cultivation of Mycobacterium tuberculosis from Sputum. 
[Monograph, in English] 

R. SaxHoLM. Acta pathologica et microbiologica Scan- 
dinavica [Acta path. microbiol. scand.| Suppl. 126, 1-148, 
1958. Bibliography. 


263. Toxoplasmosis. [Review Article] 
H. A. FELDMAN. Pediatrics [Pediatrics] 22, 559-574, 
Sept., 1958. Bibliography. 
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264. Peculiarities in the Clinical Course of Tuberculosis 
at the Present Time. (Oco6eHHocTu TeyeHua 
Kynesa B BpeMA) 

A. E. Rasunin. Tepaneemuyecxuu Apxue [Ter. 
Arh.] 30, 3-7, No. 8, Aug., 1958. 


The author reviews the changes which have occurred 
in the pattern of tuberculosis in the Soviet Union during 
the past 40 years. In addition to a marked reduction in 
incidence attributable to improved social conditions, 
prophylactic measures, and better diagnostic and thera- 
peutic methods, there have been changes in the clinical 
and pathological features of the disease, which tends 
nowadays to be benign and chronic rather than acute 
and spreading. 

Primary tuberculosis generally follows a milder course 
than hitherto, blood-stream dissemination occurring less 
frequently. In Leningrad in 1956 only 22 cases of tuber- 
culous meningitis were reported, compared with 530 
deaths from this cause in 1930. Bone and joint tuber- 
culosis has become much rarer, and foci tend to be less 
destructive and more limited in distribution. There are 
fewer cases of tuberculous bronchopneumonia and 
bronchial lymphadenitis in young children, and in 
general the peak age incidence of primary tuberculosis 
is shifting from the very young to the older age groups. 

Secondary tuberculosis has also changed in character, 
disseminating and cavitating disease being present 
respectively in 11-2°% and 4% of cases of pulmonary 
tuberculosis seen among adults in Moscow in 1956 
compared with 17:5°% and 17-2°%% in 1947. On the other 
hand almost 50°% of cases of the infiltrative type are still 
first seen in the stage of breakdown, presumably as a 
result of delay in diagnosis. Severe and fatal haemopty- 
sis is now more frequent in advanced cavitating disease, 
but less frequent in relation to the incidence of tuber- 
culous disease as a whole. 

The author points out that the above conclusions are 
mainly drawn from experience in the larger cities, and 
may not be true for areas in which conditions are less 
favourable for improvement in the clinical pattern of 
tuberculosis. Margot G. Dunlop 


265. The Course of Primary Tuberculosis in Infants 


Treated with Antibiotics. (L’évolution actuelle de la 
primo-infection du nourrisson traitée par les anti- 
biotiques) 

A. Bertoye, F. LARBRE, and —. Fournier. Pédiatrie 
[Pédiatrie] 13, 435-443, 1958. 29 refs. 


Of the 150 tuberculous infants considered in this study, 
who were admitted to the Hépital Sainte-Eugénie, Lyons, 
between November, 1951, and August, 1956, 16 were 
under 6 months of age, 55 between 6 months and one 
year, and the rest between 1 and 2 years of age. Cases 
of tuberculous meningitis were not included in the study. 
Treatment consisted in administration of isoniazid alone 
in 18 cases, isoniazid and streptomycin in 102, and 


streptomycin alone in 30 (during 1951-2) and was given 
for 6 to 12 months. There were 3 deaths, one of which 
occurred accidentally during bronchoscopy in a 7- 
month-old infant; in the authors’ opinion all 3 deaths 
were preventable. They consider that the very low 
mortality is in striking contrast to previous experience. 
These good results were not paralleled in the treatment 
of tuberculous meningitis during the same period, since 
of 58 infants with this disease in the Paediatric Units of 
the University of Lyons, 31 died. 

No case of meningitis, miliary tuberculosis, pleural 
effusion, or bronchopneumonia occurred during or after 
treatment. The radiological regression of enlarged hilar 
nodes was little influenced by chemotherapy, 12 patients 
developed fresh segmental opacities during treatment, 
and existing segmental lesions were very slow to resolve, 
but the primary lung foci responded more quickly. Of 2 
severely asphyxiated infants, one died and the second 
one would probably also have died but for prompt 
treatment with cortisone. Of 12 children with miliary 
tuberculosis, 11 survived. 

[Most of the patients had clinical symptoms on ad- 
mission and few were found as a result of routine examin- 
ation. This may make the results more significant, 
showing the value of isoniazid in preventing meningeal 
and other types of spread, but such a conclusion cannot 
be definite in the absence of a control group.] 

John Lorber 


266. A Twenty-year Appraisal of B.C.G. Vaccination in 
the Control of Tuberculosis 

J. D. ARONSON, C. F. ARONSON, and H. C. TAYLOR. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.] 101, 881-893, May, 1958. 1 fig., 17 refs. 


In December, 1935, a clinical trial of B.C.G. vaccine 
was instituted by the Henry Phipps Institute of the 
University of Pennsylvania and the U.S. Bureau of 
Indian Affairs (now a part of the Department of Health, 
Education, and Welfare) among 8 different tribes of 
American Indians living in 5 widely separated regions of 
North America. An appraisal of the findings during 
the first 11 years and again after 20 years is presented. 

Between December, 1935, and January, 1938, tubercu- 
lin tests were carried out on all school-children and on 
an unselected sample of the remaining population, 
8,420 Indians ranging in age from one to 60 years being 
tested. About 13% of those under 5 years old were 
tuberculin-positive, whereas for those aged 20 to 24 
years the figure was 90°%. Tuberculin-negative persons 
under 20 years of age were either vaccinated or left as 
tuberculin-negative controls according to a method of 
random selection, there being 1,551 persons in the 
vaccinated group and 1,457 in the unvaccinated group. 
Radiological examination of 85°% of all participants was. 
carried out shortly after the initial tuberculin test. 
Large and approximately equal proportions of both 
groups underwent tuberculin tests and radiological 
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examinations annually between 1944 and 1947. After 
11 years about 42% of the controls had become tuber- 
culin-positive. During this period abnormal pulmonary 
shadows having the characteristics of tuberculous lesions 
were found on radiography in 4-1% of those vaccinated 
and in 164% of the controls, while non-tuberculous 
pulmonary lesions were found in 12-5°% of the vaccinated 
and 14-8°% of the controls. No x-ray evidence of miliary 
tuberculosis was found in vaccinated persons, whereas 
such evidence was found in 10 (0-7°%) of the controls. 
After 1947 the annual re-examinations were dis- 
continued and the participants were followed up at 5- 
yearly intervals. In 1956, by which time the participants 
had been followed up for 18 to 20 years, the mortality 
from all causes and from tuberculosis was studied. 
Over 99% of the original participants were traced and 
pains were taken to determine the cause of each death. 
Death from non-tuberculous diseases had occurred in 
3° of the vaccinated persons and in 2-9°% of the controls. 


Deaths from tuberculosis numbered 13 (0°84%%) among . 


the vaccinated and 68 (4:7°%%) among the unvaccinated, 
a ratio of 1:5-2. During the period between 15 and 
25 years after vaccination there was one death from 
tuberculosis among the vaccinated and 3 among the 
unvaccinated. 

[The report of this outstanding investigation should be 
read in the original. It is the only example so far 
of an adequately controlled clinical trial of B.C.G. 
vaccine in which the follow-up has covered a period as 
long as 20 years after vaccination.] T. M. Pollock 


267. Suppurative Lymphadenitis following Vaccination 
with B.C.G. (Les adénites suppurées du B.C.G.) 

R. MANpe, C. FILLastReE, and A. HERRAULT. Revue de 
la tuberculose [Rev. Tuberc. (Paris)] 22, 165-173, Feb.- 
March [received June], 1958. 4 figs., 22 refs. 


An analysis has been made of 96 cases of suppurative 
regional adenitis which occurred among approximately 
30,000 persons, mostly children, vaccinated with B.C.G. 
during the last 10 years at the Centre International de 
l’Enfance, Paris. The over-all incidence of the compli- 
cation was 0-32%. The incidence was greatest among 
infants (1-24°%%) and decreased with increasing age so 
that among those aged 15 to 20 years it was only 0-03%. 
The majority of cases occurred within the first few months 
of vaccination; in most only a single lymph node was 
involved, and the great majority of cases resolved satis- 
factorily within 2 or 3 months. In 6 cases aspiration 
was performed and hydrocortisone instilled; in only 
one of these was the result not satisfactory. No case of 
relapse occurred. 

Adenitis was observed with all types of vaccine em- 
ployed, the incidence with different vaccines varying 
from 0-16 to 0-14%. It was observed that vaccination 
by multiple puncture produced a higher incidence of the 
complication (1-:11%) than did either the intradermal 
(0-31°%) or the scarification method (0-29%). This 
relatively high incidence may, however, have been influ- 
enced by the fact that many of those vaccinated by the 
multiple puncture technique were infants. In these 
young subjects adenitis was less common among those 
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vaccinated by scarification than by the intradermal 
method, probably because a smaller dose of vaccine was 
introduced, and it is suggested that the most important 
factor in the causation of adenitis is probably the amount 
of vaccine given rather than the method of vaccination 
employed. T. M. Pollock 


268. Chemotherapy of Tuberculosis. Verazide in the 
Treatment of Pulmonary Tuberculosis 

S. D. Russo, L. C. Roucn, J. B. EGAN, A. L. WAppING- 
TON, and W. G. TELLESSON. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.} 78, 
251-258, Aug., 1958. 4 refs. 


Experiments in animals and toxicity tests in human 
beings have shown that verazide (a hydrazone of isonia- 
zid), when given in enteric-coated tablets, is less toxic 
than isoniazid. In view of this the authors decided to 
assess its therapeutic effect in a number of patients 


suffering from pulmonary tuberculosis at three different 


hospitals in Melbourne, Australia. One group of 75 
patients received isoniazid and streptomycin and a 
similar group received enteric-coated tablets of verazide 
and streptomycin. On bacteriological, clinical, and 
radiological grounds there was no significant difference 
between the two groups; there was, therefore, no detect- 
able difference, from the therapeutic point of view, 
between the two drugs. If, however, plain uncoated 
tablets of verazide were given, then toxic manifestations 
such as slurred speech and drowsiness became apparent. 
The authors consider that the effect of verazide is due, 
like that of “‘ nupasal 213”, to the release of isoniazid 
in vivo. Paul B. Woolley 


269. Negligence as a Major Cause of Relapse of Pul- 
monary Tuberculosis in Adults. (La négligence, cause 
majeure des reprises évolutives de la tuberculose pul- 
monaire de l’adulte) 

M. Bartéty and P. CHousrac. Revue de la tuberculose 
[Rev. Tuberc. (Paris)| 22, 349-361, April [received Aug.], 
1958. 15 refs. 


Although the evolution of pulmonary tuberculosis 
has been greatly changed by the introduction of chemo- 
therapy, morbidity from the disease is still high, partly, 
the authors suggest, owing to cases of multiple relapse. 
This study was therefore undertaken in order to estimate 
the incidence of chronic cases of pulmonary tuberculosis 
in hospitals, and also to determine the factors which 
bring about “ chronicity”’. Analysis of the case records 
of 300 tuberculous in-patients at the Hétel-Dieu, Paris, 
revealed that of this total 118 (39-39%) had “ chronic” 
tuberculosis, that is, had had one or more relapses. 

In a further, more detailed, study of 200 cases showing 
successive exacerbations of the disease it was found that 
98 (49°) of these patients had had an initial lesion which 
should have responded very satisfactorily to correct 
medical treatment, but in fact less than 1 in 7 of these 
patients had received adequate antituberculous therapy. 
Further, 58% had had less than 4 months’ rest following 
the discovery of the disease, and 51°%% of them had 
returned to arduous employment too soon. The 
majority of these patients (113) were aged between 40 
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and 60. It was considered that in 69°% the “ chronicity ”’ 
was brought about by the patient’s own negligence, this 
usually taking the form of premature self-discharge, lack 
of rest, returning to work too early, or over-indulgence 
in alcohol (52°%). In some cases, however, the blame 
could be laid on the physician in charge of the case. It 
is pointed out that these patients respond only very 
indifferently to further chemotherapy—radiological im- 
provement was obtained in only 19°% of such cases— 
and they are a constant menace to those in contact with 
them. Paul B. Woolley 


270. Primary Tuberculosis and Serofibrinous Pleurisy 
in Soldiers. The Importance of Bronchoscopy. (Primo- 
infection tuberculeuse et pleurésie sérofibrineuse du 
soldat. Importance de l’endoscopie bronchique) 

H. Boucner and R. PetitseEAN. Revue de la tuberculose 
[Rev. Tuberc. (Paris.)| 22, 393-403, April [received Aug.], 
1958. 5 figs., 13 refs. 


_ From their experience at Desgenettes Military Hospi- 
tal, Lyons, the authors conclude that evidence is accumu- 
lating that new recruits enlisting in the present-day 
French Army have a higher incidence of negative tuber- 
culin reactions than did those of former years. Thus the 
percentage of primary infections among cases of pulmon- 
ary tuberculosis has risen from 15 in 1948 to 33 in 1956. 
They then describe a study of 103 (white) recruits 
aged 20 to 28 who were suffering from primary lesions 
or post-primary pleurisy.. Bronchoscopy revealed that 
in 31-8°% of the primary cases and in 50% of those with 
pleurisy there was an active bronchial fistula. The 
treatment of these fistulae, the course of which can be 
followed and controlled by bronchoscopic examination, 
involves the use of standard antibiotics and steroids. 
Small doses (10 to 15 mg. daily) of the latter proved of 
litle value, but with the newer preparations a dose of 
30 mg. daily for 2 weeks followed by 20 mg. daily for a 
further week gave excellent results. Not only did the 
fistula heal, but considerable benefit was obtained in 
those suffering from bronchial oedema and bronchial 
compression secondary to adenitis. The authors admit 
that the incidence of fistula formation is very high 
among these cases, and they speculate whether the 
arduous nature of military life may not be a predisposing 
factor. Paul B. Woolley 


271. Changes in the Protein Content of the Cerebro- 
spinal Fluid in Tuberculous Meningitis. (HMsmenenue 
KonHYecTBa 6emKa OenKOBLIX @pakuUHH B CNHHHO- 
MOSroBOH Ty6epKyNe3HOM MCHHHTHTe) 
I. V. Méepusvitt. J7eduampua [Pediatrija] 36, 18-22, 
No. 8, Aug., 1958. 2 figs., 10 refs. 


The protein content of the cerebrospinal fluid (C.S.F.) 
in tuberculous meningitis is altered not only quantita- 
tively but qualitatively; thus while the total protein level 
Tises to an average of 95 mg. per 100 ml. the globulin: al- 
bumin ratio also rises to an average of 0:77. This ratio, 
which the author terms the protein coefficient, is very 
variable in normal children, being usually high in the 
first 3 years of life, declining in the next 10 years, and 
then rising again during puberty to above the level found 
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in infancy. The same is true of the total protein content, 
but the two indices do not necessarily run parallel either 
in health or in disease. 

In some patients with tuberculous meningitis treat- 
ment produces a fall in both indices, and this is a favour- 
able sign. In others the total protein content falls 
while the globulin:albumin ratio remains stationary or 
even rises, and this is a bad portent. If both indices 
remain high the prognosis is grave, whereas a fall in the 
protein coefficient in spite of a rise in the total: protein 
level denotes a good outlook. Cases are cited which 
illustrate all these types of change. In general, in those 
cases in which encephalitic changes dominate the 
pathological picture the globulin: albumin ratio is higher 
(0-75) than in cases predominantly meningeal (0-56). 
On the other hand in the latter type the total protein 
content is higher (average 95 mg. per 100 ml.) than in 
the former (average 62-5 mg. per 100 ml.). The author 
concludes that a high protein coefficient denotes serious 
changes in the brain substance with a consequently 
grave prognosis. He regards this index as more im- 
portant in prognosis than the levels of total protein, 
glucose, or chloride in the C.S.F., especially in consider- 
ing the discharge from hospital of an apparently cured 
child, and has found that a protein coefficient remaining 
high in spite of a return of other signs towards normal 
is significant of a possible relapse. 

L. Firman-Edwards 


272. Efficacy of Treatment of Tuberculous Meningitis 
in Children without Intrathecal Medication. (K nonpocy 
06 OonbHEIx Ty6ep- 
MCHHHTHTOM, 6e3 cy6apaxHoH- 
BBEJCHHA BeLIECTB) 

A. N. Svepova. /7eduampua [Pediatrija] 36, 23-25, 
No. 8, Aug., 1958. 7 refs. 


The author reports the results of a comparative study 
of 12 children with tuberculous meningitis who were 
treated with intrathecal injections of streptomycin 
and of 12 not given these injections. The first group 
(8 boys and 4 girls) received daily intrathecal injections 
of streptomycin (from 38 to 136 in number) together 
with oral PAS and “ phthibasol”’ and intramuscular 
streptomycin. The second group (4 boys and 8 girls) 
received the same oral and intramuscular treatment, but 
no intrathecal streptomycin (with the exception of 3 
seriously ill patients who were given from 10 to 15 intra- 
thecal injections at the beginning of treatment). The 
two groups were almost identical in regard to the dura- 
tion of the disease before admission and the severity of 
the clinical state. 

There was no appreciable difference between the groups 
in the time taken to obtain a clinical cure, but the 
second group (not treated intrathecally) had fewer com- 
plications, their meningeal symptoms cleared up more 
quickly (6 weeks as compared with 2 to 4 months in the 
first group), and there were no relapses. In all, 32 
children have been treated by the new method with no 
deaths. The author’s general impression is that the 
method is more efficacious and less liable to cause com- 
plications, and in addition causes much less distress to 
these young patients. L. Firman-Edwards 
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273. Prevalence of Venereal Disease in Prostitutes 

T. RosENTHAL and J. VANDow’ British Journal of 
Venereal Diseases [Brit. J. vener. Dis.| 34, 94-99, June, 
1958. 1 fig., 2 refs. 


In this paper from the Department of Health of the 
City of New York the incidence of venereal disease among 
women arrested and charged in the city courts for 
vagrancy, soliciting, or prostitution during the period 
1950-56 is compared with similar data for the period 
1936-46. It is concluded that in New York prostitutes 
now play a lesser role in the spread of venereal disease 
than the growing numbers of ** promiscuous amateurs ” 
who escape the investigation of the courts. The number 
of arrests decreased by 49°% between 1940 and 1956, and 
among these women there was a marked decrease in the 
incidence of gonorrhoea, which fell from 23-6% in 1946 
to 5-2% in 1956. An even greater fall was noted in the 
incidence of the primary and secondary forms of syphilis 
—indeed, only 5 such cases were diagnosed between 1952 
and 1956 compared with 186 in the period 1942-46— 
while the incidence of latent syphilis fell from 22-6% in 
1946 to 4°% in 1954. It is pointed out, however, that 
although the incidence of venereal disease among prosti- 
tutes has fallen over the period as a whole, there has been 
a slight rise since 1952. Allene Scott 


274. Preliminary Evaluation of the Treponemal Wasser- 
mann Reaction (T.W.R.) 

I. N. O. Price. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 34, 91-93, June, 1958. 2 refs. 


_ The treponemal Wassermann reaction (T.W.R.), a 
complement-fixation test for syphilis using mechanically 
disintegrated virulent Treponema pallidum as the antigen, 
was described by the author, with Whelan, in 1957 (Brit. 
J. vener. Dis., 33, 18; Abstr. Wld Med., 1957, 22, 179). 
In the present paper a preliminary evaluation of the test 
is presented based upon the first year’s experience of its 
use at the V.D. Reference Laboratory (M.R.C.), London 
Hospital, in parallel with the standard serological tests 
(S.T.S.) and, in some cases, with the treponemal im- 
mobilization (T.P.1.) test. During this period 7,930 sera 
and 505 specimens of cerebrospinal fluid (C.S.F.) have 
been tested. The T.W.R. appeared to be more reliable 
than the S.T.S. for C.S.F., and to be slightly more 
sensitive to the effects of treatment than either the T.P.I. 
test or the S.T.S. In addition the T.W.R. was found to 
be more sensitive in detecting positive reactions in 
coloured patients than the other tests and could there- 
fore be of some assistance in the differential diagnosis of 
yaws. In general, however, although the author’s 


original impression is confirmed that the T.W.R. is more 
sensitive and specific than the S.T.S. with lipoidal anti- 
gens, the high degree of agreement between the results 
shows that there is little advantage to be gained from the 
use of the T.W.R. for the diagnosis of established and 
untreated syphilis. 


Allene Scott 


Venereal Diseases 


88 


275. The Nelson Test in Congenital Syphilis. (Syphilis 


connata und Nelson-Test) 

W. BERLINGHOFF and H. LANGBEIN. Dermatologische 
Wochenschrift [Derm. Wschr.] 138, 1029-1037, Sept. 20, 
1958. 17 refs. 


At the University Dermatological Clinic, Jena, sera 
from 374 cases of suspected or proven congenital 
syphilis were tested in parallel by the Nelson treponemal 
immobilization (T.P.1.) test and 6 standard lipid-antigen 
tests for syphilis (S.T.S.). Of 21 “* toxic” cases of un- 
treated congenital syphilis, the T.P.I. test was positive in 
20 and the serologically negative case was eventually 
thought not to be one of congenital syphilis. The 
results of the S.T.S. were very variable, the Wassermann 
reaction, for example, being positive in 15 and negative in 
6 cases. Of 229 cases of untreated suspected congenital 
syphilis, the T.P.I. test was positive in 48, negative in 
175, and doubtful in 6; the next best results were obtained 
with the cardiolipin complement-fixation test, which was 
positive in 51, negative in 154, and doubtful in 9 out of 
214 sera tested. 

Short case histories are presented to support the view 
that the results of the T.P.I. test are in better accord with 
the history and clinical findings than those of the S.T.S. 
Of 74 cases of treated congenital syphilis, nearly one- 
quarter (18) gave a negative T.P.I. reaction, and some of 
these were in retrospect considered not to have been 
congenital syphilis. In one newborn infant passive 
transfer of immobilizing antibodies was suspected and in 
fact the T.P.I. test result became negative 6 months after 
birth without treatment. G. W. Csonka 


276. The Diagnostic Value of the Herxheimer Reaction 
in Pre-serological Primary Syphilis. (Sul valore diag- 
nostico della reazione di Herxheimer nella lue primaria 
presierologica) 

F. ALBERTAZzI. Minerva dermatologica [Minerva derm. 
(Torino)| 33, 265-267, July, 1958. 13 refs. 


After a review of the relevant literature, which consti- 
tutes the main part of this paper from the Institute of 
Clinical Dermatology of the University of Turin, the 
author records his own observations on the occurrence 
of the Herxheimer reaction in a series of 17 cases of 
primary seronegative syphilis. In every case a febrile 
reaction, with headache and muscle pains, occurred 
within 4 to 5 hours of the injection of 100,000 units of 
penicillin, the temperature rising to 39°C. (102-2° F.) 
in 9 cases and above this level in the remainder. The 
reactions subsided in 12 to 14 hours. A weakly posi- 
tive serological reaction was obtained within 48 hours in 
6 cases, but not until later in the others. 

The author suggests that if primary syphilis in the pre- 
serological phase cannot be confirmed by microbiological 
means, the occurrence of a positive Herxheimer reaction 
is sufficiently specific to support the diagnosis until it 
can be proved by serological means. F. Hillman 
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277. Observations on Epidemic and Non-epidemic 
Cholera in Calcutta 


§. N. De, P. K. L. CuHoupuury, and A. MONDAL. 
Transactions of the Royal Society of Tropical Medicine 
and Hygiene {Trans. roy. Soc. trop. Med. Hyg.] 52, 349- 
353, July, 1958. 1 fig., 4 refs. 


Working at the Medical College, Calcutta, the authors 
studied the clinical findings in 100 bacteriologically con- 
firmed cases of cholera seen at the height of the sum- 
ther epidemic in May, 1956, and compared them with 
those in 100 similar cases seen later in the year after 
the epidemic had died down. In the former group 
the virulence, mortality, and frequency of severe signs 
and symptoms, including the passage of bile-free stools 
and suppression of urine, were higher than in the cases 
of non-epidemic disease. 

Since it is well known that “ vicissitudes of atmosphere 
and intercurrent diseases, and conditions of war and 
famine, have often preceded pandemic invasions of 
cholera’ the authors suggest that these pave the way 
for epidemic spread by a general lowering of the resistance 
of the population and in particular by depressing the 
normal level of adrenal activity. Mills (Arch. intern. 
Med., 1928, 42, 390) and others have shown that during 
the hot season, especially in the tropics; normal adrenal 
function is depressed. Observations by the first named 
of the present authors (not described in this paper) on 
rabbits experimentally infected with Vibrio cholerae have 
demonstrated that depression of adrenal activity by 
repeated injections of cortisone results in an increase in 
the frequency and severity of, and fatality from, the sub- 
sequent diarrhoea. I. M. Rollo 


278. Comparison of the Effect upon Onchocerciasis of 
Five Drugs and Selection of the One Best Able to Prevent 
Ocular Complications 

F. C. RopGer. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.) 52, 462-467, Sept., 1958. 12 refs. 


The author describes an investigation [apparently 
carried out in Ghana] on a group of 25 Africans aged 
19 to 60 to test the efficacy of the following drugs in the 
treatment of onchocerciasis: cyanine, arsenamide 
sodium antimony tartrate, diethylcarbamazine, and 
suramin. Each drug was given in the maximum toler- 
ated dose to 5 patients, all of whom had from one to 6 
nodules and an “ individual density figure” (I.D.F.), 
estimated as previously described by the author (Trans. 
ophthal. Soc. U.K., 1957, 77, 267; Abstr. Wild Med., 
1958, 24, 104) of microfilariae of 3 to 31. 

Diethylcarbamazine (‘* hetrazan ’’), in a total dose of 
10 g. (that is 200 tablets) given over 23 days, was the only 
drug that killed all microfilariae in the skin and eyes. 
Suramin in the rather large total dose of 12 g. given over 
41 days reduced the microfilarial population by about 
75°% in 3 cases and annihilated it in the other 2. None 
H 
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of the drugs were effective in killing the adult worms in 
the subsequently excised nodules, and cyanine caused 
rather severe toxic complications. It is concluded that 
when the I.D.F. is under 6 there is no risk of ocular 
complications unless there is a nodule in the head. As 
prophylaxis, repeat courses of 200 tablets (10 g.) of | 
diethylcarbamazine at 6-monthly intervals are recom- 
mended for patients with an I.D.F. over 5. 
Clement C. Chesterman 


279. Human Trypanosomiasis in South-east Uganda. 
I. A Study of the Epidemiology and Present Virulence of 
the Disease 

D. H. H. RosBertson and J. R. BAKER. Transactions of 
the Royal Society of Tropical Medicine and Hygiene 
[Trans. roy. Soc. trop. Med. Hyg.| 52, 337-348, July, 
1958. 4 figs., 22 refs. 


The authors describe an investigation into the epi- 
demiology and present virulence of sleeping sickness, 
with reference to 111 cases of the disease occurring 
between September, 1956, and June, 1957, in the south- 
eastern Busoga and southern Bukedi districts in East 
Uganda and the adjoining Samia and Bunyala locations 
of Central Nyanza in Kenya. Two main foci of infec- 
tion were found, namely, the Lugala area and Sigulu 
Island in Lake Victoria, and since these places are visited 
constantly by fishermen and peripatetic fish traders they 
constitute an important risk to neighbouring territories. 

All of 50 strains of trypanosome isolated were identi- 
fied as Trypanosoma rhodesiense; in rats a high level of 
parasitaemia was consistently obtained and the infection 
was refractory to high dosage of tryparsamide (160 mg. 
per kg. body weight). This is noteworthy, because 
the trypanosomes prevalent in this area before 1940 
always showed the avirulent characteristics typical of 
T. gambiense. The site of the trypanosomal chancres, 
that is, chiefly on the legs, provided evidence that the 
fly Glossina pallidipes is the major vector of T. rhodesiense 
in this area. It is considered that symptomatic cases 
and patients in relapse after insufficient treatment with 
suramin constitute the main reservoir of infection. 
Game is not thought to be a major reservoir because of 
the focal distribution of the disease, and the passage 
man->fly—man is probably-continuous. J. M. Rollo 


280. The Réle of Quinine in Haemolysis 

R. S. Grewac. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.| 13, 175-177, June, 
1958. 13 refs. 


While it is generally accepted that intravascular haemo- 
lysis (blackwater fever) may be precipitated by the 
administration of quinine (or pamaquin) in certain cases 
of Plasmodium falciparum malaria, the mechanism of this 
action has not been elucidated, since in vitro the acid 
salts of quinine cause haemolysis only in concentrations 
higher than those attained in vivo during treatment. 
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In a further study of this problem at the Medical College, 
Nagpur, India, the author studied the effect of quinine 
in modifying the response of rabbit and human erythro- 
cytes to various haemolytic agents in vitro. Two sets 
of tubes containing the haemolytic agent under study 
in various dilutions in Simmel’s fluid were prepared, 
quinine dihydrochloride (1 in 10,000) being added to one 
set and not to the other. All the tubes then received 
0-1 ml. of heparinized blood, making a total volume of 
2-5 ml. They were kept at room temperature for 30 
minutes and then centrifuged at low speeds for 15 
minutes, after which the concentration of haemoglobin 
in the supernatant was estimated (as acid haematin) 
colorimetrically. The haemolytic agents studied were 
saponin, digitonin, bile salts (sodium tauroglycholate), 
and heparin, while a similar investigation was carried 
out with quinine dihydrochloride in various dilutions. 

Quinine alone caused no haemolysis of rabbit erythro- 
cytes in concentrations below 1 in 600 or of human cells 
in concentrations below 1 in 700. In a concentration of 
1 in 10,000, however, quinine increased the haemolytic 
effect of saponin, bile salts, and digitonin on rabbit 
erythrocytes and of bile salts on human erythrocytes. 
Similarly, quinine dihydrochloride injected intraven- 
ously into a rabbit in a dose of 35 mg. per kg. body weight 
increased the susceptibility of its erythrocytes to the 
haemolytic effect of a standard concentration of saponin 
in vitro as compared with erythrocytes taken from the 
same animal immediately before the injection of quinine. 
It was also noted that cells taken after the injection were 
haemolysed more rapidly by saponin than before. 

The author concludes that quinine may precipitate 
intravascular haemolysis by rendering the erythrocytes 
more susceptible to the action of tissue lytic factors such 
as those described by Maegraith, Findlay, and Martin 
(Lancet, 1943, 1, 573). B. G. Maegraith 


281. Hepatic Amoebiasis. A Study of 250 Cases 


N. McE. LaMont and N. R. PooLer. Quarterly Journal 
of Medicine (Quart. J. Med.] 27, 389-412, July, 1958. 
10 figs., 32 refs. 


The relationship between amoebic abscess and hepa- 
titis was investigated in Durban, South Africa, where the 
incidence of hepatic lesions associated with amoebiasis 
is high. The criteria for a diagnosis of hepatic amoebia- 
sis were: (1) the finding of a tender, enlarged liver; 
(2) the response to therapy with emetine and chloro- 
quine; (3) suggestive haematological findings; (4) sug- 
gestive radiological findings; and (5) the finding of 
pus in the liver on aspiration or spontaneous rupture. 
Of 200 patients at King Edward VIII Hospital, Durban, 
who were included in the investigation, 110 denied any 
previous history of diarrhoea or dysentery; such a 
history was not, therefore, included in the diagnostic 
criteria. 

The most striking feature was the aspiration of large 
volumes of pus from the liver (250 ml. in one case) after 
less than one week’s illness, indicating that the early 
phase of the disease was focal and that symptoms did 
not appear until the abscess was large. The haemato- 
logical findings were abnormal only when an abscess had 


been present for a long time; the abscess could often 
be seen in postero-anterior and lateral radiographs of 
the chest. The most serious complication was rupture 
into the pericardial sac, which occurred in cases of 
abscess in the left lobe of the liver; the authors consider 
that such abscesses should be treated surgically. 

It is concluded that the earliest clinically recognizable 
lesion is the abscess. In the authors’ view the concept 
of a diffuse lesion (hepatitis) is not supported by their 
observations, the syndrome being adequately explained 
by the presence of one or more deep-seated small 
abscesses. R. A. Neal 
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282. Influence of Very Low-fat Diets, with and without 
Gluten, on the Endogenous-fecal-fat Excretion of Patients 
with Tropical Sprue 

C. F. Asenyo, R. RopriGUEZ-MoLINA, M. CANcio, and 
R. A. BERNABE. American Journal of Tropical Medicine 
and Hygiene [Amer. J. trop. Med. Hyg.\ 7, 347-352, July, 
1958. 1 fig., 18 refs. 


The object of this study, carried out at the Veterans 
Administration Hospital, San Juan, Puerto Rico, was to 
determine the effect of a very low-fat diet, with and with- 
out gluten, on the level of excretion of endogenous faecal 
fat in 9 patients with tropical sprue and severe steator- 
rhoea. The diagnostic criteria for the selection of 
these 9 cases for inclusion in the study are enumerated. 
After preliminary trials to determine the acceptability of 
the low-fat, low-gluten diet, suitable menus were devised, 
based on a modification of the Mayo Clinic steatorrhoea 
test diet. The patients were given a preliminary period 
of 2 days on the steatorrhoea test diet (no stcol col- 
lection made) followed by experimental periods of 6 
days (two 3-day trials) on the steatorrhoea test diet, 12 
days (four 3-day trials) on the low-fat, low-gluten diet 
supplemented with gluten, 12 days on the low-fat, low- 
gluten diet alone, and finally a further 6 days on the 
steatorrhoea test diet. Dietary and stool total fat was 
determined by the method of van der Kamer et al. (J. 
biol. Chem., 1949, 177, 347) and calculated by the formula 
of these workers, which expresses total fat in terms of 
total fatty acids of an average molecular weight of 284. 
A comparable control group consumed a normal Puerto 
Rican diet containing about 50 g. of fat per day. 

While on the steatorrhoea test diet, which supplied 
from 93 to 103 g. of fat and about 11 g. of gluten per day, 
all the test subjects excreted more than 6 g. of endo- 
genous faecal fat daily. When this diet was replaced 
by the low-fat, low-gluten diet, containing about 11 g. of 
fat per day, supplemented with gluten the amount of fat 
excreted rapidly fell to about 2 g. per day, that is, nearly to 
the level found in the control group (average 1-1-+0°3 g. 
per day). When gluten was eliminated from this diet 
the faecal excretion of fat remained at this low level 
during the 12 days’ trial. A return to the steatorrhoea 
test diet led to a steady increase of faecal fat excretion to 
maximum values well above 6 g. per day, though there 
was marked variation from case to case. The authors 
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conclude that a low-fat diet leads to normal level of 
faecal fat excretion in patients with tropical sprue, but 
that in the conditions of this experiment the addition of 
gluten did not have any effect on the endogenous excre- 
tion of faecal fat. A. G. Mullins 


283. Prognosis of Tropical Sprue 
O. K. HAzari and A. W. Wooprurr. British Medical 


Journal [Brit. med. J.] 2, 344-345, Aug. 9, 1958. 
10 refs. 


In 1949 the senior author published a study of a group 
of patients invalided from India to Britain with tropical 
sprue who had been followed up for 2} to 3 years (Wood- 
ruff, Trans. roy. Soc. trop. Med. Hyg., 42, 605), and an 
attempt has now been made to review the present clinical 
condition of these patients. Of the original 47 patients 
it was possible to trace only 17, all of whom replied to a 
detailed questionary concerning their health. However, 
the clinical history of these 17 during their original 
attack of sprue was typical, and they can probably be 
regarded as representative of the whole series. 

All the patients reported that they were able to carry 
on with their normal work, which in 8 cases involved 
heavy or moderately heavy manual labour. All had 
gained weight, with the exception of 2 who had each 
lost 14 Ib. (680 g.) only. All but 6 were completely free 
from diarrhoea, and in only one case in which diarrhoea 
had persisted had it been of any significance; all stated 
that their faeces were usually formed, inoffensive, and 
of normal colour and size. Three of the 17 had had 
some attacks of glossal ulceration lasting a few days, 
usually associated with attacks of diarrhoea. Appetite 
was normal, except that 3 patients still had a disinclina- 
tion to eat fatty or fried foods. Minor abdominal dis- 
comfort and flatulence frequently occurred in 2 cases 
and followed the ingestion of fat in a third, but they had 
not been severe enough to limit activity in any way. 

It would appear from these findings that the prognosis 
of tropical sprue is excellent, and that the doubts on 
this score which have been expressed in the past have 
probably arisen from its confusion with idiopathic 
steatorrhoea. W. H. Horner Andrews 


284, The Effect of Various Skimmed Milk Formulae on 
the Diarrhoea, Nitrogen. Retention and Initiation of Cure 
in Kwashiorkor 

P. J. Prerorius and Z. M. Smit. Journal of Tropical 


Pediatrics [J. trop. Pediat.) 4, 50-60, Sept., 1958. 4 figs., 
22 refs. 


This paper from the Paediatric Department, University 
of Pretoria, describes a controlled dietary experiment in 
the treatment of kwashiorkor in 80 Bantu infants admitted 
to hospital who were divided at random into four equal 
groups, of which one received 14 oz. (42 g.) of spray- 
dried skimmed milk per 10 oz. (280 ml.) of water with no 
supplement, while the other three groups received fresh 
skimmed milk with supplements of 5°%% “* dextrimaltose ”’, 
5°% casein, and 6-5°% carob flour respectively. 

Initiation of cure was effected equally well in all groups 
and the serum albumin level also rose satisfactorily. 
The proportion of formed stools passed was highest in 
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those receiving the casein and carob-flour supplements, 
but the majority of the patients improved rapidly regard- 
less of the consistency of the stools. The results of 
nitrogen balance studies, which were carried out on 3 
patients from each group, showed that those receiving 
the casein supplement retained the most nitrogen. 
However, the net nitrogen retention in those given the 
dextrimaltose supplement and skimmed milk alone was 
also high, and the authors doubt whether the addition 
of expensive protein to fresh skimmed milk is necessary. 
Impairment of nitrogen absorption was greatest in the 
patients receiving the supplement of carob flour. 


David Friedberg 


285. The Association of Growth Retardation and Endemic 
Enlarged Liver in Schoolchildren in the Island of Sangir, 
Indonesia 

D. M. BLANKHART. Tropical and Geographical Medicine 
[Trop. geogr. Med.) 10, 1-13, March [received July], 
1958. 7 figs., 21 refs. 


An attempt to evaluate the part played by malnutrition 
in the production of the enlargement of the liver which 
is endemic among school-children in parts of Indonesia 
is reported. In the area surveyed the staple foods are 
tubers, sago, bananas, and highly milled rice, with 
varying quantities of green vegetables, fruit, and fish. 
Of a total of 1,884 school-children examined, 33°% had 
an enlarged liver and a normal spleen, and 29-5°% had 
both hepatomegaly and splenomegaly. Among the 901 
from malaria-free areas these figures were 479% and 55% 
respectively, while among the 983 from areas where 
malaria was hyperendemic they were 20% and 71% 
respectively. Splenomegaly without hepatomegaly was 
found in 10% of cases in non-malarious and in 60% in 
hyperendemic areas. , 

It was concluded that the cause of the hepatomegal 
in the absence of malaria was a deficiency of dietary pro- 
tein, other possible causes being rare in the area under 
observation. Malaria probably aggravated the dietary 
deficiency by increasing metabolism. The hepatomegaly 
appeared to be real and not due to retardation of growth. 
Up to the age of 10 there was no significant difference in 
average height or rate of growth between children with 
and without hepatomegaly in a total of 1,460 who - 
were measured. After this age, however, there was an 
increasing difference between the two groups, and at the 
age of 14 the children with hepatomegaly were, on aver- 
age, 5-9 cm. shorter and those with both hepatomegaly 
and splenomegaly 10-8 cm. shorter than those without 
enlargement of either organ. There was no significant 
difference in size between those with moderate or great 
hepatic enlargement. Enlargement of the liver occurred 
more frequently in boys than in girls, the difference 
increasing with age and becoming more marked at about 
the time when the secretion of oestrogens begins to occur 
in girls. 

The results are discussed at length, and the author 
suggests that a hepatic index might be used for the mea- 
surement of malnutrition. He estimates that malaria 
accounted for 30% of the reduction of height noted in 
this study. W. H. Horner Andrews 
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286. Use of Triamcinolone, a New Corticosteroid in the 
Management of Allergic Disease 

S. FRIEDLAENDER and A. S. FRIEDLAENDER. Antibiotic 
Medicine and Clinical Therapy [Antibiot. Med.| 5, 315- 
321, May, 1958. 6 refs. 


Triamcinolone was given to 40 patients suffering from 
asthma and 41 with atopic dermatitis, all of whom had 
been treated previously with prednisone or prednisolone 
for varying periods. The daily maintenance dose of 
triamcinolone in asthma averaged 50 to 60% of the dose 
of prednisone or prednisolone, and in atopic dermatitis 
it ranged from 2 to 12 mg. 

Of the 40 asthmatics, 7 who had not responded well to 
maintenance therapy with prednisone or prednisolone 
were much improved with triamcinolone, the asthma 
being controlled more satisfactorily. The remaining 


patients in this group observed no difference between 
the effects of prednisone and those of triamcinolone. 
The latter drug did not appear to be superior to predni- 
sone or prednisolone in the treatment of atopic derma- 
titis, and the side-effects were ccmparable. 


J. Pepys 


287. Local Treatment of Bronchial Asthma with Hydro- 
cortisone Powder 
H. HERXHEIMER, M. K. MCALLEN, and D. A. WILLIAMs. 
British Medical Journal |Brit. med. J.| 2, 762-765, Sept. 
27, 1958. 9 refs. 


A study is reported of the effect in chronic asthma of 
inhalation of micronized hydrocortisone snuff from a 
powder inhaler, the contents of a capsule containing 
15.mg. of hydrocortisone being inhaled daily during the 
period of the trial. In 45 of the 79 patients the trial was 
controlled, lactose powder being inhaled alternately with 
hydrocortisone snuff. Symptoms improved with hydro- 
cortisone in 33 of the patients in this group, but in many 
of them inhalation of isoprenaline was also required. 


Of the 34 patients whose treatment was not controlled, . 


only 15 showed moderate improvement. In general, im- 
provement was more obvious in cases of allergic asthma 
than in those in which infection played a part. Infection 
of the respiratory tract developed in some cases during 
treatment, with consequent prolonged deterioration in 
the asthmatic condition. R. S. Bruce Pearson 


288. Bronchial Asthma and Chronic Bronchitis Treated 
with Hydrocortisone Acetate Inhalations 

W. H. Heim and F. Heywortu. British Medical 
Journal (Brit. med. J. 2, 765-768, Sept. 27, 1958. 6 refs. 


This paper from Marsden Hospital, Burnley, records 
the results of two years’ experience of inhalations of 
hydrocortisone acetate powder in asthma or wheezy 
bronchitis, a total of 53 patients in whom the condition 
had been present for at least one year being treated. 
Patients with obvious infections were given antibiotics 
initially until the sputum was free from pus. Hydro- 
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cortisone acetate powder was inhaled from a “ pabra- 
cort”’ inhaler, 1 to 3 capsules each containing 15 mg. of 
hydrocortisone and 75 mg. lactose powder being taken 
daily at start of treatment. This dosage was reduced 
to the minimum maintenance level, usually 15 mg. of 
hydrocortisone acetate daily, as soon as improvement 
took place. Of the 53 patients, 43 were improved, but 
10 were no better. The results were best in patients with 
recurrent acute asthma without infection; in patients 
with wheezy bronchitis the results of this treatment were 
disappointing. 

In patients with recurrent acute asthma treatment was 
stopped for a week as soon as an attack was relieved, 
but they were instructed to start treatment again when 
symptoms returned. In this way 30 of the 43 who im- 
proved with hydrocortisone inhalations maintained their 
improvement for periods varying from 2 months to 2 
years. In the remaining 13 the condition relapsed after 
1 to 11 months. Experiments showed that between 20% 
and 50°% of the powder inhaled entered the stomach. 

It was concluded that patients with recurrent attacks 
of asthma who required intermittent inhalations only 
continued to derive benefit from them, but those who 
needed continuous inhalations deteriorated with the _ 
passage of time. The presence of considerable secretion 
in the bronchial tree appeared to interfere with the 
successful local action of hydrocortisone. The authors 
consider that the total amount of hydrocortisone re- 
quired to bring about improvement is less when a powder 
is inhaled than when the drug is given by mouth. 

R. S. Bruce Pearson 


289. Inhalation of Hydrocortisone Acetate for Bronchial 
Asthma. A Short-term Controlled Trial 

W. H. Heim and F. Heywortu. British Medical 
Journal [Brit. med. J.| 2, 768-769, Sept. 27, 1958. 5 refs. 


A controlled trial of the short-term effect of inhalation 
of hydrocortisone acetate in a fine-particle powder in 
cases of bronchial asthma is reported from Marsden 
Hospital, Burnley. All the patients had had bronchial 
asthma for at least one year, and with one exception the 
condition had been severe enough to necessitate periods 
away from work. A double-blind method was used, and 
the patients were allocated at random to a group receiving 
hydrocortisone or a group given a placebo.. The dosage 
varied initially with the severity of the symptoms from 
1 to 3 capsules daily and was adjusted subsequently 
according to the response, each capsule containing either 
15 mg. of hydrocortisone acetate with 75 mg. of lactose 
or 100 mg. of lactose powder only. The size of the 
particles of hydrocortisone acetate powder was 5 microns, 
to enable it to penetrate into the smaller bronchioles. 
Bronchodilator drugs were given before inhalation 
when severe wheezing was present. The results were 
assessed after an average duration of treatment of 64 
weeks on the basis of the findings on physical examina- 
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tion at each visit, the frequency, duration, and severity 
of attacks of asthma, and the need for bronchodilator 
drugs. 

In all, 38 periods of treatment were given to 26 patients. 
Of 23 treatments with hydrocortisone, 19 resulted in 
improvement while 4 were failures; of 15 treatments 
with the placebo, 6 resulted in improvement and 9 were 
failures. The treatment given to 12 patients was 
changed “ blindly” and without their knowledge from 
hydrocortisone to the placebo or vice versa. Of 6 who 
had been receiving the placebo without improvement, 5 
improved with hydrocortisone; of 3 who had improved 
with hydrocortisone, one immediately relapsed when 
the placebo was substituted while 2 maintained the im- 
provement; 2 patients did not benefit from either the 
placebo or hydrocortisone, and one was better on the 
placebo than on hydrocortisone. 

R. S. Bruce Pearson 


290. Endocrine Function in Bronchial Asthma and Hay 
Fever. A Controlled Study of 17-Ketosteroid and 11- 
Oxysteroid Excretion 

H. M. Lemon, P. KrAvetz, A. L. MICHELSON, F. C. 
LoweLL, and H. H. Wormiz. Journal of Allergy [J. 
Allergy] 29, 384-395, Sept., 1958. 3 figs., 24 refs. 


In a study of endocrine function carried out at the 
Evans Memorial and Massachusetts Memorial Hospitals, 
Boston, on 40 subjects (6 patients with hay-fever, 19 
with bronchial asthma, and 15 normal controls) the 24- 
hour excretion in the urine of 11-oxysteroids and of 
17-ketosteroids was determined, the subjects meanwhile 
receiving no steroid medication. The total 11-oxysteroid 
excretion was normal in both asthmatics and patients 
with hay-fever, but the excretion of 17-ketosteroids was 
reduced to almost half that of the control group in the 
asthmatic patients, and the administration of cortisone 
reduced it still farther. 

[The fact that the asthmatic patients were permitted to 
use ephedrine or isoprenaline during this investigation 
may well have influenced adrenocortical function in this 
group.] H. Herxheimer 


291. Demonstration of Reagin of a New Specificity in 
Sera of Treated Ragweed-sensitive Persons 

M. RicuTer, A. H. SEHON, J. GORDON, C. GREGOIRE, 
and B. Rose. Journal of Allergy [J. Allergy] 29, 287-292, 
July, 1958. 14 refs. 


At the McGill University Allergy Clinic, Montreal, 
an attempt was made to investigate the nature of the 
** blocking antibody ”’, a factor which is found in the 
serum of treated allergic persons and which is capable of 
combining in vitro with the allergen. Two ragweed 
pollen preparations were used: (1) the whole water- 


soluble extract of defatted ragweed pollen, and (2) the - 


fraction of this extract which dialysed through “ cello- 
phane ”’ tubing in 24 hours at 4° C. 

Samples of serum (0-05 ml.) of treated and untreated 
ragweed-sensitive patients were injected into 2 sites on 
the back of a non-allergic subject. Later these sites were 
challenged by injection of the two pollen preparations. 
All the sera reacted with the whole water-soluble extract, 
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but with the dialysate only 86°% of the sera of treated 
patients and only 17% of the sera of untreated patients 
reacted. In addition, in 4 out of 5 patients whose sera 
did not have reagins to the dialysate before treatment 
these reagins appeared after treatment. The authors 
conclude that the injection of ragweed-pollen extract into 
ragweed-sensitive subjects leads to the formation of 
reagins not present before treatment, and that these differ 
from the reagins found in untreated ragweed-sensitive 
patients. They stress, however, that these reagins of 
different specificity are sometimes found even in untreated 
patients (in the eae series in 6 out of 36 cases). 
Herxheimer 


292. Some Aspects on the Problem of Eosinophilia. 
Errors of Method, Diurnal Rhythm and Eosinophilia in 
Allergy. [In English] 

H. ARNOLDSSON and E. HELANDER. Acta allergologica 
[Acta allerg. (Kbh.)] 12, 96-112, 1958. 3 figs., 38 refs. 


Astudy of some of the probable functions of the eosino- 
phil leucocyte, the methods of estimating the eosinophil 
count, and the incidence of eosinophilia in allergic dis- 
orders is reported in this paper from Sahlgrenska Sjuk- 
huset, Gothenberg. The number of eosinophils as 
determined by the differential count technique was found 
to be higher than that determined by the counting cham- 
ber procedure. 

The diurnal rhythm of eosinophilia was studied in 16 
healthy subjects and 22 asthmatic patients. In healthy 
subjects the eosinophil count declined during the morning 
and was lowest between 9 and 11 a.m.; thereafter it rose 
gradually, reaching a maximum between midnight and 
3a.m. In asthmatics the rhythm was reversed, the count 
being highest between 9 and 11 a.m. In a series of 
496 patients who were considered to be allergic, eosino- 
philia occurred during the active rather than the inactive 
phase of the allergic state and was more frequently 
associated with exogenous forms of allergy than with 
endogenous forms. A. W. Frankland 


293. Experimental Toxic and Allergic Contact Derma- 
titis. I. A Chemical Study of Histamine Content 
J. P. Fisher and R. A. Cooxe. Journal of Allergy (J. 
Allergy] 29, 396-410, Sept., 1958. 5 figs., 24 refs. 


In this experimental study, reported from the Institute 
of Allergy, Roosevelt Hospital, New York, chlorodinitro- 
benzene (DNCB) was used to sensitize the skin of guinea- 
pigs, and the skin content of histamine then determined. 
When thereafter a 0:01°% solution of DNCB was spread 
on the skin an allergic dermatitis developed and the hista- 
mine content of the skin rose by 400%. If, however, a 
0-5°% concentration of DNCB was applied a toxic 
dermatitis developed and the skin histamine content 
rose by only 80%. The number of cells infiltrating the 
allergic lesions was somewhat smaller than that infiltrat- 
ing the toxic lesions. H. Herxheimer 


294. Digitalis Allergy: Review of the Literature and 
Report of a Case. [In English] : 
J. Grettve and B. JoHANSsSON. Cardiologia [Cardio- 

logia (Basel)| 32, 374-382, 1958. 24 refs. 
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295. Bile Acid Metabolism, Dietary Fats, and Plasma 
Cholesterol Levels 

S. O. Byers and M. FRIEDMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N.Y.)] 98, 523-526, July, 1958. 15 refs. 


The mechanism by which the ingestion of highly un- 
saturated fats results in a decreased level of plasma 
cholesterol has been widely investigated. This paper, 
from Mount Zion Hospital, San Francisco, describes 
the changes observed in the intestinal absorption of 
cholesterol itself and in the flow and constituents of the 


bile in rats following the administration of highly un- 
saturated fats. 


In the first part of the study the rats were starved for 


24 hours and then given 50 mg. of cholesterol dissolved 
in either 3 ml. of soya bean oil or 3 mil. of corn oil 
(highly unsaturated fats); immediately afterwards can- 
nulation of the intestinal lymph duct was performed and 
the lymph collected during the next 24 hours. The total 
cholesterol content of the 24-hour lymph flow averaged 
22-8 mg. and 22:3 mg. respectively; these absorption 
values were, surprisingly, almost twice as great as those 
(14-0 and 8-9 mg. respectively) in two control groups of 
rats given the same amount of cholesterol dissolved in 
3 ml. of coconut oil or warmed lard. In the second 
part of the study three groups of rats were fed for 7 days 
with either (1) a 10% suspension of walnut oil, or (2) a 
10% suspension of coconut oil, or (3) a special diet free 
from fat and sterol, the plasma cholesterol level being 
determined at the beginning and end of the period; 
the bile duct was also cannulated and the total bile 
collected during 24 hours. In the rats given walnut oil 
(a highly unsaturated fat) the level of plasma cholesterol 
was significantly reduced at the end of the 7-day period, 
the cholesterol content in the 24-hour collection of bile 
was significantly higher than in the other two groups, and 
the content of cholic acids in the bile was 26°% greater 
than that in the group given coconut oil and twice as 
great as that in the group given the sterol-free diet. 

The possible relationship of these findings to the reduc- 
tion in plasma cholesterol levels is discussed. It is sug- 
gested that the increased excretion of cholic acids stimu- 
lates an increased hepatic turnover of cholesterol, and 
that whatever the mechanism whereby highly unsatur- 
ated fats reduce the plasma cholesterol level, it does not 
involve interference with the intestinal absorption of 
sterol. Joseph Parness 


296. Serum-cholesterol Levels after Consuming Eggs 
with Increased Content of Unsaturated Lipids 

H. Gorpon, J. WIiLKeNs, and J. F. Brock. Lancet 
[Lancet] 2, 244-245, Aug. 2, 1958. 2 figs., 14 refs. 


In a preliminary communication from the University 
of Cape Town the authors report that the yolk lipids of 
the eggs of hens fed on a diet containing 43% of 


94 


sunflower seeds have an iodine value of 100, compared 
with 73 for the yolk lipids of normal eggs. The whites 
of normal eggs (10 a day), fed to 2 normal volunteers 
on a low-fat diet (11 g. a day) had no effect on their 
serum cholesterol level, which had fallen during the pre- 
liminary period of fat restriction, but the level rose from 
75 to 100 mg. per 100 ml. when normal egg yolks (10 a 
day) were fed. When boiled experimental egg yolks were 
substituted there was an insignificant fall in the serum 
cholesterol level, but when whole experimental eggs 
fried in 100 g. of sunflower-seed oil were given in place 
of the boiled yolks the value fell almost to the basal level. 
In a second experiment one subject received a basal diet 
for 6 days, during which the serum cholesterol level 
averaged 188 mg. per 100 ml. When 10 boiled experi- 
mental egg yolks were given daily in addition for 7 days 
the value rose to an average of 218 mg. per 100 ml., but 
fell again to the basal level when 3 g. of cholesterol (the 
content of 10 yolks) was substituted for the eggs. 

These results suggest that the increase in the propor- 
tion of unsaturated fatty acids in the experimental eggs 
(or in their cholesterol content) did not materially affect 
their cholesterogenic action. M. Lubran 


297. The Modification of Egg-yolk Fats by Sunflower- 
seed Oil and the Effect of Such Yolk Fats on Blood- 
cholesterol Levels 

L. Horuick and J. B. O’New. Lancet [Lancet] 2, 243- 
244, Aug. 2, 1958. 1 fig. 


In this preliminary communication from the University 
of Saskatchewan, Saskatoon, Canada, the authors report 
that when hens were fed on a diet containing 10% of 
sunflower-seed oil (containing about 60°% of the unsatur- 
ated fatty acid linoleic acid) there was a six-fold increase 
in the linoleic acid content of their eggs without increase 
in the linolenic or oleic acid content. Two healthy 
subjects were given 10 of these eggs daily while receiving 
a low-fat diet. In both, the serum cholesterol level had 
fallen substantially before egg feeding was started. On 
giving the eggs the level rose slightly in one subject, but 
continued to fall in the other, though the serum lipid 
phosphorus content rose to normal levels. The experi- 
ment was later repeated on one subject with normal eggs. 
In this case there was a rapid and marked rise in serum 
cholesterol and lipid phosphorus levels when the eggs 
were added. The authors consider it probable that the 
difference in effect on serum cholesterol level of feeding 
the experimental and control eggs was due to the high 
concentration of unsaturated fatty acids in the former. 

M. Lubran 


298. Obesity. [Review Article] 
D. Capron. Canadian Medical Association Journal 


(Canad. med. Ass. J.] 79, 568-573, Oct. 1, 1958. 23 refs. 
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299. Hepatitis, Colitis, and Lupus Manifestations 

N. Gray, I. R. Mackay, L. I. Tart, S. WeEIDEN, and 
I. J. Woop. American Journal of Digestive Diseases 
[Amer. J. dig. Dis.] 3, 481-491, July, 1958. 8 figs., 14 
refs. 


At the Royal Melbourne Hospital 8 cases of ulcerative 
colitis associated with chronic liver disease have been 
studied in an attempt to elucidate the relationship be- 
tween the two conditions. All the patients were suffering 
from chronic active hepatitis, the onset of which preceded 
that of the colitis in 2 cases, while in some of the others 
it may have been latent before the latter disease developed. 
In addition, in 3 of the cases the colitis was not severe 
and the state of nutrition was good. This makes it 


extremely unlikely that a nutritional deficiency due to the , 


colitis was responsible for the hepatitis. In 4 cases 
there was evidence of systemic lupus erythematosus in 
the form of a positive L.E.-cell reaction and involvement 
of other organs. A fifth patient had asthma and neph- 
ritis in addition to colitis and hepatitis, but the L.E.-cell 
reaction was negative. The clinical picture, in 5 of the 
8 cases, of widespread disease involving several organs 
suggested the possibility that the association between 
colitis and hepatitis might have some immunological 
basis. 

Evidence in support of this theory, at least in relation 
to the cases studied, was provided by the observations 
that the serum y-globulin content was increased in all 
cases, that the auto-immune complement-fixation test 
gave a positive result in 6, and that there was a significant 
Clinical response to cortisone in 4. The occurrence in 
some cases of such phenomena as thrombocytopenia, 
arthralgia, asthma, and a positive Coombs reaction and 
of dense collections of lymphocytes in sections of affected 
tissues were also regarded as suggestive of an immuno- 
logical disturbance. } T. D. Kellock 


300. A Contribution to the Mycology of the Mouth . 
E. C. Fox and G. C. ArtnswortnH. British Medical 
Journal [Brit. med. J.| 2, 826-828, Oct. 4, 1958. 10 refs. 


To determine the relationship between the presence of 
fungi and certain well-known pathological conditions of 
the mouth the authors examined scrapings from the oral 
cavity in a series of 149 patients with various disorders 
of the mouth at the Birmingham Dental Hospital, 188 
healthy subjects serving as controls. Fungi were isolated 
from a high proportion (66%) of controls as well as of 
patients (84°5°%), but little evidence was obtained of any 
characteristic fungal flora of the mouth. The species 
isolated most frequently from both controls and patients 
was Candida albicans. This fungus, however, was sig- 
nificantly associated with angular cheilosis and with 
various inflammatory conditions of the buccal mucosa 
and gums for which the authors use the term “‘ gingivo- 
Stomatitis”. In other conditions, such as lingua nigra, 
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lingua geographica, coated tongue, and denture sore 
mouth, no particular fungus was cultured regularly. 
Among the micro-organisms isolated were C. krusei, C. 
tropicalis, C. zeylanoides, C. parapsilosis, Torulopsis 
glabrata, Aspergillus niger, and Asperigillus versicolor. 
The authors conclude from these findings that C. 
albicans plays a primary part in the aetiology of angular 
cheilosis and some part in the causation of gingivo- 
stomatitis. R. B. Lucas 


301. Five-year Follow-up Study of Patients with Bleeding 
Duodenal Ulcer with and without Surgery 

R. M. DonaALpson, J. HANDy, and S. Papper. New 
England Journal of Medicine [New Engl. J. Med.\ 259, 
201-207, July 31, 1958. 12 refs. 


A follow-up study of 136 patients (135 of whom were 
males) who had been admitted to the Cushing or Boston 
Veterans Administration Hospital with severe bleeding 
from a proved duodenal ulcer 5 or more years previously 
was carried out to determine the effect of subtotal gas- 
trectomy on the incidence of recurrent bleeding. During 
the period of study the 136 patients were admitted to 
one or other hospital on 196 occasions, on 183 of them 
for gastro-intestinal bleeding, while 36 of the patients 
had a history of one to 3 bleeding episodes before their 
first admission. Of the 111 patients who were not 
subjected to gastric resection when first admitted, 104 
survived 5 years. Of these 104, 49 suffered recurrent 
haemorrhage and 36 subsequently underwent gastrec- 
tomy, which in 24 cases was performed primarily because 
of recurrent haemorrhage. In all, 64 patients under- 
went subtotal gastrectomy during the period of study (2 
of whom died within 2 years from unconnected causes 
and aré excluded from the analysis). Of the 48 whose 
operation was performed primarily because of haemor- 
rhage, 10 had recurrent gastro-intestinal bleeding within 
5 years, whereas no such episode occurred among the 
remaining 14. 

Altogether, only 47 of the 136 patients in this series 
survived for 5 years without subtotal gastrectomy or 
recurrent haemorrhage. Eight deaths directly attribut- 
able to haemorrhage occurred, 6 in an initial episode 
treated without operation and 2 from recurrent hae- 
morrhage after gastrectomy. It is concluded that while 
gastrectomy in bleeding duodenal ulcer reduces the 
danger of further haemorrhage, it does not eliminate 
it, and further investigation is required to determine 
what factors may be present which produce a liability 
to gastro-intestinal bleeding in such cases. 

An analysis of the health status of the 124 patients who 
survived 5 years (there were 3 deaths from unrelated 
causes and one operative death in addition to the 8 due 
to haemorrhage) showed that 38 out of 60 patients 
operated on and 52 out of 64 treated conservatively still 
had dyspeptic symptoms. Andrew M. Desmond 
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302. The Diagnosis of Pancreatic Disease: with Special 
Reference to a Test of Pancreatic Secretion Utilizing Both 
Secretin and Pancreozymin Stimulation 

I. N. Marks and S. L. Tompsett. Quarterly Journal of 
Medicine [Quart. J. Med.| 27, 431-461, July, 1958. 
16 figs., 39 refs. 


Writing from the University of Edinburgh, the authors 
describe a clinical investigation into the merits of secretin 
and pancreozymin as exciting agents for tests of pan- 
creatic function. In 48 patients the duodenum was 
intubated by leaving a small Levine tube in the stomach 
overnight and checking by radiography next morning 
that it had passed through the pylorus into the duo- 
denum. Another tube was then passed into the stomach 
and continuous suction applied to each tube. Secretin 
was administered in a dose of 1 unit per kg. body weight 
and duodenal aspirate was collected at intervals over the 
next hour. Pancreozymin (1-5 unit per kg. body weight) 
was then given intravenously and two further collections 
made at 10-minute intervals, the whole test lasting 80 
minutes. The volume of fluid, pH, icteric index, and 
bicarbonate, amylase, trypsin, and lipase content were 
then all determined. In 37 of the patients in whom the 
pancreozymin was used as a provocative serum amylase 
test blood was withdrawn for serum amylase estimation 
2 hours after administration of the hormone; 19 of these 
patients had proven pancreatic disease. 

The response to these tests was variable. It was 
found that frequent estimations of the duodenal aspirate 
was unnecessary and that a final estimation of total 
volume and bicarbonate, trypsin, and amylase content 
at the end of the 80-minute period gave just as valuable 
information as did more frequent sampling. The pro- 
vocative serum amylase test gave a positive result in only 
4 of 14 of the patients with pancreatic disease, but when 
present such a result is of great diagnostic significance. 
The authors suggest that estimation of pancreatic secre- 
tion after hormone stimulation, together with the glucose 
tolerance test and the provocative serum amylase test, 
constitute an important diagnostic triad in the elucidation 
of pancreatic disease. A. G. Parks 
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303. Chronic Splenomegaly and Its Relation to Hepatic 
Pathology 

A. K. Basu. British’ Medical Journal (Brit. med. J.] 2, 
947-950, Oct. 18, 1958. _ 34 refs. 


Chronic splenomegaly is very common in India, par- 
ticularly in Bengal. Many of the cases are due to known 
causes such as protozoal infections, but there is a large 
proportion in which the aetiology is unknown, the con- 
dition then being often known simply as “ tropical” or 
“ Bengal” splenomegaly. It is true, however, that 
many of the patients with splenomegaly of this type come 
from regions in which malaria is, or has been, endemic 
and it may be that malarial. infection is the initial cause 
of splenomegaly in most cases. However, the pro- 
gressive enlargement of the spleen after control of the 
malaria remains as yet unexplained. 
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From the Institute of Postgraduate Medical Education 
and Research, Calcutta, the present author reports a 
series of 72 cases of splenomegaly associated with 
hepatic fibrosis, 39 of which have been studied in great 
clinical and pathological detail. From his experience of 
these cases he concludes that chronic splenomegaly per se 
has little effect on the histology of the liver, and is 
certainly not responsible for the initiation of the fibrotic 
process in that organ. The more likely sequence of 
events is that fibrosis resulting from primary hepatic 
damage induces portal hypertension, with congestive 
changes in the splenic parenchyma and splenomegaly. 
As a result ** the splenic effluent markedly increases and 
further damages the struggling hepatic cells by shunting 
off the more important effluent from the intestinal tract. 
A vicious circle is therefore established”. Splenec- 
tomy, if performed before the cirrhotic changes in the 
liver have become irreversible, may break the vicious 
circle, and this operation has been performed by the 
author in many of his cases, on the whole with beneficial 
results. He suggests that the noxious agent which causes 


’ the initial liver damage may possibly be associated with 


viral hepatitis, which is now known to be common in 
India, and he expresses the opinion that the effects of 
nutritional factors on the liver in the tropics have been 
over-emphasized. 


[A good bibliography is provided.}] J. W. McNee 


304. Prognosis in Alcoholic Cirrhosis with Ascites. 
(Le pronostic des cirrhoses alcooliques ascitiques) 

L. Justin-BESANGON and M. Caroir. Bulletin de 
l’ Académie nationale de médecine [Bull. Acad. nat. Méd. 
(Paris)] 142, 496-504, June 3, 1958. 


In this communication the authors discuss various 
points affecting the prognosis in hepatic cirrhosis with 
ascites with reference to their findings in a series of 118 
cases treated at the H6épital Bichat, Paris, during the 
period 1948-56. Cases treated before this period pro- 
vided the basis for a previous report [reference not given] 
which demonstrated the increasing frequency of cirrhosis 
in France after its almost complete disappearance during 
the German occupation. 

Of the 118 patients, 69 died in hospital and 49 were 
discharged. The subsequent fate of 10 of the latter is 
unknown. Of the remaining 108 patients, only 29 (27%) 
lived for more than one year after first being admitted to 
hospital; of these, 9 had died by the time of the present 
study, 13 attended for clinical re-assessment, and in- 
formation concerning the other 7 was obtained by 
questionary. The clinical and biochemical findings and 
information concerning continued alcoholic indulgence 


‘in this group and in 48 of the patients who survived less 


than one year are compared in some detail in an attempt 
to determine their prognostic value, but without signifi- 
cant success. The authors point out that the prognosis 
in cirrhosis of the liver is always bad, and although 
patients found to have an enlarged liver may be expected 
to live longer than those in whom it is shrunken, the prog- 
nosis can be assessed only after careful consideration of 
all the findings and close observation of the progress of 
the disease. J. W. McNee 
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305. Broncho-pulmonary Manifestations of Cirrhosis of 


des cirrhotiques) 
R. Poinso and P. CHANAS. Presse médicale [Presse 
méd.] 66, 1227-1229, July 5, 1958. 3 refs. 


The authors have studied the records of 400 cases 
of cirrhosis of the liver coming under their care since 
1939. (Of these, 103 with pleural effusions have been 
reported previously (Presse méd., 1958, 66, 1106; Abstr. 
Wid Med., 1958, 24, 347).) Of the remaining 297 patients 
73 had clinical, radiological, or pathological evidence of 
chronic bronchitis and 150 had signs of “ basal pul- 
monary congestion”’’. In a few cases horizontal lym- 
phatic lines resembling those seen in mitral stenosis 
were Observed; these signs are thought to have been 
partly due to elevation of the diaphragm by ascitic fluid 
and partly to transudates resulting from the reduced 
plasma colloid osmotic pressure. Only 18 patients had 
active pulmonary tuberculosis, although in a further 13 
old tuberculous lesions were demonstrated. The prog- 
nosis in these cases was determined by the severity of the 
liver damage rather than by the extent of the tuberculosis. 
The authors do not consider that patients with cirrhosis 
of the liver are now unduly susceptible to pulmonary 
tuberculosis. [Neither crude nor age-corrected figures 
for the incidence of pulmonary tuberculosis in Marseilles, 
however, are given for comparison.] PP. C. Reynell 
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306. Chronic Regional Enteritis. A Survey of One 
Hundred and Twenty-six Cases Treated at the Massachu- 
setts General Hospital from 1937 to 1954 

B. B. Jackson. Annals of Surgery [Ann. Surg.) 148, 
81-87, July, 1958. 3 figs., 6 refs. 


A survey is presented of 126 cases of regional enteritis 
treated at the Massachusetts General Hospital, Boston, 
between 1937 and 1954. In 44% of the cases the distal 
ileum was involved, while in 43°% there was involvement 
of the colon. The average age of the patients was 24 
years (range 10 to 77 years) and the sex distribution was 
about equal. A right lower abdominal mass was 
present in 60°% and radiological evidence of internal 
fistulae in 289%. Malnutrition was a common complica- 
tion. There was spontaneous remission without recur- 
fence in only 1-69. Medical treatment consisted in 


administration of antibiotics and antispasmodics, the 
results being good in 7 out of 22 patients so treated. In 
104 patients surgical treatment was required, the indica- 
tions being severe haemorrhage, intestinal obstruction, 
perforation or fistula, and the presence of a right lower 
abdominal mass. A short-circuiting procedure gave 
good results in 25 out of 48 operations and bowel resec- 
tion in 52 out of 86. The over-all recurrence rate despite 
treatment was 55%. The author points out that recur- 
fence may not be manifest for several years after 
operation. 

[Little is added in this paper to our meagre knowledge 
of the aetiology of this disease. There is a passing 
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the Liver. (Les manifestations broncho-pulmonaires 


rest in bed, a high-calorie, low-fat, low-residue diet, and _ 
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reference to the theory that the disease may be the 
consequence of lymphatic obstruction following the toxic 
effects of fatty acids.] A. Wynn Williams 


307. Chronic Regional Enteritis and Diffuse Ulcerative 
Colitis. A Report of Fourteen Cases 

B. B. Jackson. Annals of Surgery [Ann. Surg.] 148, 
88-93, July, 1958. 18 refs. : 


In 14 out of 126 cases of regional enteritis seen at the 
Massachusetts General Hospital, Boston, between 1937 
and 1954 (see Abstract 306) the disease progressed 
insidiously to involve the entire colon and rectum, giving 
a Clinical picture indistinguishable from that of ulcera- 
tive colitis. Of the 14 patients (5 male and 9 female, 
aged 16 to 32 years (average 21 years)), 10 had had a pre- 
vious operation for regional enteritis. Complete spon- 
taneous remission did not occur in this series of cases 
and none could be managed by medical treatment alone. 
The recurrence rate following “ definitive surgery ” was 
40%. A. Wynn Williams 


308. In Which Phase of Ulcerative Colitis Does Colonic 
Cancer Occur? 

N. Svartz and T. GILLNAs. American Journal of Diges- 
tive Diseases [Amer. J. dig. Dis.] 3, 537-548, July, 1958. 
11 figs., 24 refs. 


Out of 439 patients with ulcerative colitis treated at 
Karolinska Sjukhuset, Stockholm, during the period 
1940-55, 17 subsequently developed carcinoma. As is 
to be expected, most of the 17 had had ulcerative colitis 
for many years (more than 7 years in 16 cases) and had 
developed the disease at an early age (under 20 in 11 
cases), while in all but one case the whole colon was 
involved in the colitis. In the majority of cases there 
was evidence indicating that the carcinoma had developed 
at a time when the colitis was apparently inactive and 
when healing was probably taking place. Thus all but 
2 of the 17 patients had been at work regularly for 2 or 
more years before the onset of malignancy; in some 
instances the radiological appearances had improved and 
haustration had returned (radiographs illustrating 2 such 
cases being reproduced); and in a number of cases 
histological examination of the mucosa well clear of the 
malignant area showed a decrease in round-cell infiltra- 
tion and increase in connective tissue in the deep layers 
of the mucosa, an absence of vascularization and thicken- 
ing of the muscularis mucosae, and a superficial epi- 
thelium of normal appearance—a picture regarded as 
indicative of healing. 

On the assumption that carcinoma tends to develop 
during the healing phase cf ulcerative colitis the authors 
suggest that in such cases restriction of the blood supply 
due to the proliferation of connective tissue leads to 
deficient nutrition of the epithelium. This in turn results 
in the production of abnormal epithelium which may be 
precancerous. Alternatively, it is possible that cells 
which have undergone precancerous change as a result 
of damage in the acute phase have been present in the 
epithelium for many years, but do not start to proliferate 
vigorously until the colon reaches, the stage of regenera- 
tion. T. D. Kellock 
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309. Factors Influencing Arterial Blood Pressure in the 
General Population 

W. E. and P. D. OtpHam. Clinical Science 
[Clin. Sci.] 17, 409-444, 1958. 13 figs., 25 refs. 


The results of surveys of arterial blood pressure carried 
out in an urban and a rural population in South Wales 
are reported. Samples were selected at random from 
the population of a mining valley, the Rhondda Fach, 
and from the population of an agricultural area, the Vale 
of Glamorgan. Arterial pressure measurements were 
made for 623 subjects in the samples, and for 2,245 of 
their first-degree relatives living within 25 miles of each 
area. This represents over 95°% of both the population 
samples and their relatives. Measurements were made 
under standard circumstances by one observer. The 
results obtained are compared with other surveys of 
blood pressure in representative samples of the 
population. 

No material differences were found in the relationship 
between pressure and age in the two population samples. 
The influences of occupation, family size and inheritance 
have been examined. Occupation, either directly or 
indirectly through economic factors, appears to modify 
pressure. Its effects are most obvious in bachelors 
and in men over the age of 50, which are perhaps the 
two groups which reflect most accurately occupational 
differences in income and energy expenditure. Those 
engaged in light occupations have higher pressures than 
those doing heavy manual labour. Intermediate occu- 
pation groups have intermediate pressures. The differ- 
ences in pressure between the extreme groups in men over 
50 years are equivalent to 17-3 mm. Hg, systolic, and 10-1 
mm. Hg, diastolic, when standardised to the reference 
age group 45-50. Between the ages of 15 and 45 years 
married women without children have higher pressures 
than those with one child, who in turn have higher 
pressures than those with 2 or more children. At the 
reference age group 45-50, a woman with 6 children 
would be expected to have systolic and diastolic pres- 
sures about 20 mm. Hg and 9 mm. Hg lower than a 
childless woman. The trend for men is almost as 
marked for systolic pressure, but not for diastolic 
pressure. Single men and women have higher systolic 
pressures than the married.—[Authors’ summary.] 


310. Relation of Hemorrhage and Thrombosis to Pro- 
thrombin during Treatment with Coumarin-type Anti- 
coagulants 

H. S. Stse, S. M. LAve.tie, D. Apamis, and R. BECKER. 
New England Journal of Medicine [New Engl. J. Med.] 
259, 266-271, Aug. 7, 1958. 2 figs., 27 refs. 


With long-term anticoagulant treatment it is not un- 
usual for haemorrhage to occur in one patient and 
thrombosis in another, although the “ Quick time” 
(defined as the clotting time of the plasma to which tissue 
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thromboplastin and calcium have been added) is the same 
in both patients. The factors affected by the coumarin- 
type of anticoagulant are known to be prothrombin, 
proconvertin, Stuart factor, and plasma thromboplastin 
component. Decreases in the first three factors lead to 
a prolongation of the Quick time, but a decrease in the 
plasma thromboplastin component does not. The 
authors of this paper from the Boston City Hospital 
and Tufts University School of Medicine suggest that 
the prothrombin time gives a more accurate distinction 
between the haemorrhagic and thrombotic states and 
is a more reliable indicator of over- or under-treatment 
with anticoagulants than the Quick time. 

A single dose of 300 mg. of warfarin sodium was given 
intravenously to 3 patients with acute myocardial infare- 
tion and 2 with cerebrovascular insufficiency, the Quick 
time and the values for prothrombin, proconvertin, and 
Stuart factor being determined hourly. From the re- 
sponse it was concluded that the Quick test mostly 
measures proconvertin under these conditions. In 84 
patients receiving long-term anticoagulant therapy 
with phenindione the Quick time and the prothrombin 
level were determined over a period of 18 months on 
approximately 700 occasions, and the relation between 
these values and episodes of haemorrhage or thrombosis 
was examined. 

It was found that the degree of depression of pro- 
thrombin concentration and of the Quick time differed 
sufficiently in half the cases to indicate that the latter 
could not be relied upon to estimate prothrombin. 
Correlation of the occurrence of haemorrhage and throm- 
bosis with the prothrombin concentration was good, but 
that with the Quick time was poor. The authors recom- 
mend that both the Quick time and the prothrombin 
level should be determined in patients under treatment 
for along time. The therapeutic range is indicated by a 
prothrombin concentration of 12 to 25°% when the Quick 
time is under 40 seconds. D. Preiskel 


311. The Functional Activity of the Human Conjunc- 
tival Capillary Bed in Hypertensive and Normotensive 
Subjects 

W. B. JACKSON. American Heart Journal [Amer. Heart 
J.) 56, 222-235, Aug., 1958. 10 figs., 17 refs. 


From the University of Otago Medical School, Dune- 
din, New Zealand, the author reports the results of 
repeated observations of the conjunctival blood vessels 
in 53 untreated hypertensive patients, a control group of 
50 normotensive patients matched for age and sex, and 
30 other asymptomatic subjects. He used a binocular 
microscope and slit-lamp illumination, the appearances 
being recorded by pencil sketches or by photography. 
He confirmed previous observations of spontaneous vaso- 
motor activity in this vascular bed, and has devised 
a means of measuring this activity by counting the num- 
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ber of interruptions per minute seen to occur in the 
capillary or arteriolar blood columns. He reports that 
this value—the “‘ vasomotor rate’”—showed great 
variation between individuals, but was remarkably con- 
stant in any one subject whose blood pressure was 
stable, as judged by observations carried out in many. 
cases for periods of over one year. 

No specific feature, either anatomical or functional, 
was found by which the diagnosis of hypertension could 
be made from microscopical examination of the con- 


junctiva alone, although as a group the hypertensive - 


patients showed a highly significant increase in vasomotor 
rate (up to 35 per minute) compared with the average for 
normal subjects (20 per minute), only 4% of the normo- 
tensive patients having vasomotor rates greater than 
34 per minute, whereas 68°% of the hypertensive patients 
did so. These vasomotor rates could be lowered 
in both groups of patients by ganglionic blockade, and 
venous plethora was then observed to be present. 
Measurement of the threshold concentration of topically 
applied adrenaline solution required to arrest capillary 
blood flow showed that this lay between 1 in 10,000 and 
1 in 200,000 in the normotensive controls, but between 
1 in 50,000 and 1 in 800,000 in the untreated hypertensive 
patients; there was an association in both groups be- 
tween high vasomotor rates and high sensitivity to 
adrenaline. 

The author considers that his results support the view 
that in hypertension there is an increase in that part of 
the blood pressure which is mainly neurogenically 
maintained. P. Hugh-Jones 


312. The Respiratory Variation in Pulmonary Arterial 
Pressure under Pathological Conditions. (Die respirator- 
ischen Schwankungen des Druckes in der Pulmonal- 
arterie unter pathologischen Bedingungen) 

G. GRABNER and F. Miczocu. Zeitschrift fiir Kreis- 
laufforschung {Z. Kreisl.-Forsch.] 47, 804-812, Sept., 1958. 
5 figs., 22 refs. 


At the Second University Medical Clinic, Vienna, the 
variation in pulmonary arterial blood pressure with 
Tespiration was recorded during cardiac catheterization 
in 198 patients aged 5 to 68 years, 52 of whom were 
suffering from pulmonary disease, 52 from acquired 
valvular heart disease, and 40 from congenital heart 
disease, the remaining 54, who had no cardiac or pul- 
monary disease, serving as a control group. 

The mean respiratory variation in the control group 
was 4-2 (range 2 to 10) mm. Hg for the systolic and 4-1 
(range 2 to 9) mm. Hg for the diastolic pressure. A 
statistically significant increase in the respiratory varia- 
tion was found in the patients with primary lung disease, 
especially when it was associated with pulmonary hyper- 
tension, the mean increase in systolic pressure in this 
group being 11-9 mm. Hg, while lesser increases were 
found in those with acquired valvular disease (mean 
85 mm. Hg) and congenital heart disease (mean 6-7 
mm. Hg). . 

It is suggested that an increase in the resistance to air- 
flow and in the elastic resistance of the lung is responsible 
for these changes. Gerald R. Graham 
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313. Electrocardiogram in Chronic Severe Anemia 

L. M. SANGHvI, S. N. Misra, K. BANNERJI, and K. D. 
Gupta. American Heart Journal [Amer. Heart J.) 56, 
79-86, July, 1958. 5 figs., 20 refs. 


Electrocardiographic (ECG) abnormalities were found 
in 85 out of a series of 100 patients with anaemia of at 
least 3 months’ duration, but without any other evidence 
of cardiovascular disease, who were examined at Sawai 
Mau Singh Hospital, Jaipur, India. The ages of the 
patients ranged from 8 to 50 years, and their haemoglobin 
level ranged from 2 to 8 g. per 100 ml., with an average 
of 2-6 g. per 100 ml. Heart failure was present in 30 
cases. Most of the ECG abnormalities found have been 
reported by other workers. Hitherto unreported ab- 
normalities included isolated T-wave negativity in pre- 
cordial leads (2 cases), inversion of U in precordial leads 
(2 cases), parasystole, and S-T inversion changing to 
inversion of T waves. 

There was a fairly close, though by no means constant, 
relationship between the incidence and nature of the 
ECG abnormalities, the severity of the anaemia, and the 
size of the heart. In 36 cases the abnormalities persisted 
after cure of the anaemia. This did not appear to be 
related to age, 26 of the patients being under 30, but it 
was associated with persistent cardiac enlargement in 
most cases. Although follow-up was not possible in 
half the cases in this group and never exceeded 6 months, 
it is suggested that the persistence of ECG abnormalities 
was due to “* persistent and probably irreversible cardiac 
changes as a result of prolonged hypoxemia ”’. 

William A. R. Thomson 


314. Electrocardiographic Diagnosis of Ventricular 
Hypertrophy in the Presence of Right Bundle-branch Block 
R. W. Bootu, TE-cHUAN CHou, and R. C. Scorrt. 
Circulation [Circulation] 18, 169-176, Aug., 1958. 
17 refs. 


In the presence of right bundle-branch block the 
electrocardiographic (ECG) diagnosis of right ventricular 
hypertrophy by existing criteria is uncertain, while left 
ventricular hypertrophy if present is completely masked. 
The authors draw these conclusions from a comparison 
of the ECG tracings with the anatomical findings in 49 
out of some 3,000 cases coming to necropsy at Cincinnati 
General Hospital during the period 1950-5 in which 
right bundle-branch block had occurred before death. 

The analysis showed that of the 49 cases the ECG 
diagnosis was of right ventricular hypertrophy in 11, left 
ventricular hypertrophy in one, combined hypertrophy 
in one, and no evidence of hypertrophy in 36, whereas 
the necropsy findings showed right ventricular hyper- 
trophy in only 4 cases, left in 15, combined in 22, and no 
hypertrophy in 8, although-in 2 of this last group the 
heart weight was increased. Thus of the 49 cases, 26 
(53°%%) showed evidence of right or combined ventricular 
hypertrophy, while of the 15 cases of isolated left ven- 
tricular hypertrophy this lesion could be recognized on 
the ECG in only one. Interpretation of the ECG was 
equally difficult whether bundle-branch block was com- 
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plete or incomplete. There seemed to be no way in 
which diagnostic criteria could be improved, and it 
was found that the height of the R’ wave in right pre- 
cordial leads was no guide to the degree of hypertrophy 
of the right ventricle or of the ratio between right and 
left ventricular-wall thickness. J. A. Cosh 
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315. The Tetralogy of Fallot in Older Persons up to the 
Fifth Decade. Results of Subclavian—Pulmonary Anasto- 
mosis with a Five- to Ten-year Follow-up 

S. E. Leeps. American Journal of Surgery (Amer. J. 
Surg.) 96, 234-245, Aug., 1958. 1 fig., 24 refs. 


The author describes the follow-up findings in a group 
of 8 patients, now aged 21 to 46 years, upon whom he 
performed the Blalock—Taussig operation 5 to 10 years 
previously at Mount Zion Hospital, San Francisco. Of 
the 8 patients, 5 were 18 years or over at the time of opera- 
tion, suggesting that the lesions were functionally mild 
or that extensive collateral circulation to the lungs had 
developed. The author emphasizes that the essential 
components of Fallot’s tetralogy are the ventricular 
septal defect and the pulmonary stenosis and that these 
lesions show a wide range of pathological and clinical 
gradations. 

The relative merits and the application of various sur- 
gical techniques, including the Blalock, Potts, and Brock 
operations as well as correction by open heart surgery, 
are discussed and a comparison is made between the 
complications which occur in the untreated patient and 
those following various operative procedures. In the 
author’s series there were complications in 3 cases; 
these included occlusion of the artificial ductus, 
dysfunction of the artificial ductus due to pulmonary 
hypertension, subacute bacterial endocarditis, brain 
abscess probably secondary to cerebral thrombosis, and 
acute left heart failure during prolonged parturition. 
The remaining 5 patients did well, symptomatic relief 
being maintained. 

It is concluded that at the present time open heart 
correction of the lesions is more hazardous in most cases 
of the tetralogy of Fallot than shunt procedures. 

_ C. A. Jackson 


316. Persistence of Fetal Ductus Function after Birth. 
The Ductus Arteriosus as an Avenue of Escape 

H. L. Aprams. Circulation [Circulation] 18, 206-226, 
Aug., 1958. 9 figs., bibliography. 


From Stanford University School of Medicine, San 
Francisco, are ‘resented the case histories of 9 infants 
suffering from various cardiac and pulmonary abnor- 
malities, all of whom showed one feature in common, 
namely, pulmonary hypertension with right-to-left shunt 
through a large ductus arteriosus. In the first case there 
was a large persistent ductus, right ventricular hyper- 
trophy, and increased pulmonary vascular resistance. 
A right-to-left shunt, which was detected soon after 
birth, caused cyanosis of the lower part of the body; the 
diagnosis was confirmed by angiocardiography. The 
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child died at the age of 9 months in congestive failure, but 
at necropsy no apparent cause for the high pulmonary 
vascular resistance beyond the presence of the large 
ductus could be found. In the remaining cases various 
other abnormalities were present to which the high pul- 
monary resistance might be attributed, these including 
extensive atelectasis of the lung, atresia of the pulmonary 


vein at the point of entry into the left atrium, mitral - 


atresia with or without a patent foramen ovale, atresia 
of the aortic valve or of the proximal aorta, and aortic 
coarctation proximal to the ductus. 

These cases are of interest since they illustrate that pul- 
monary venous engorgement, whether due to direct 
obstruction or to left ventricular embarrassment, may 
prevent the normal neonatal involution of pulmonary 
muscular arteries which at birth accompanies the usual 
fall in pulmonary resistance to a fraction of its original 
level. The only one of these conditions amenable to 
surgery is the last, and in the case described coarctation 
of the aorta was successfully resected at the age of 5 
months, although the child still had a ventricular septal 
defect. The author stresses the role of the patent ductus 
arteriosus in these cases in allowing “escape” of 
blood from the hypertensive pulmonary artery; it is 
well known that closure of the ductus in these circum- 
stances may be fatal. J. A. Cosh 


317. A Follow-up Study of 250 Patients Subjected to 


‘Surgical Treatment of Patent Ductus Arteriosus 


N. HELsINGEN, O. Husom, and L. Erskinp. Thorax 
[Thorax] 13, 210-212, Sept., 1958. 3 refs. 


The follow-up results in 250 patients operated on at 
Rikshospitalet, Oslo, for patent ductus arteriosus 
(P.D.A.) between 1944 and 1956 are discussed. Of these 
patients, 23°% of whom were male, 110 (44%) had no 
symptoms when first seen, 58 had had one or more 
attacks of severe respiratory infection, and most of the 
adults had symptoms of cardiac embarrassment; 2 
patients had suffered from bacterial endocarditis. In 
95°%% the diagnosis was made by auscultation and the 
recognition of a continuous “‘ machinery murmur 
the left of the sternum. Cardiac catheterization was 
considered necessary only in atypical cases; in these the 
catheter can usually be passed through the ductus. In 
at least 21 cases there were other congenital heart lesions, 
such as atrial septal defect. A murmur identical with 
that of P.D.A. may be heard also in cases of aorto-pul- 
monary or coronary-pulmonary fistula. For surgical 
treatment (which is contraindicated in the presence of 
cyanosis) the optimum age is between 4 and 7 years; the 
youngest patient in this series was aged 14 months and 
the oldest 40 years. Approach was by dorso-lateral 
thoracotomy, and in most cases simple ligation with 
silk was performed. The mortality was 1-2%, the 3 
deaths being due to accidental haemorrhage during 
operation, pneumothorax from thoracocentesis, and fe- 
operation for aneurysm respectively. Left recurrent- 
nerve paralysis was a complication in 8 patients (3%). 

At follow-up after periods varying from 6 months to 
13 years, all the patients being traced, many of the child- 
ren showed an improvement, even though cons! 
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| without a trivial right-to-left shunt. 
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gmptomless before operation. In 4 cases (2 adults) 
amurmur indicating recanalization was heard—a recur- 
rence rate of 1-694; in 3 of these cases the duct was par- 
ticularly wide and in the fourth there was postoperative 
bacterial endocarditis, with development of a calcified 
aneurysm. 

The authors consider that in most cases of P.D.A. 
simple ligation is satisfactory and the risk of recurrence 
small except in those with a giant duct and in older 
patients. M. Meredith Brown 


318. Ventricular Septal Defect with Pulmonary Stenosis 


L. BROTMACHER and’ M. CAMPBELL. British Heart 
Journal (Brit. Heart J.| 20, 379-388, July, 1958. 16 refs. 


From Guy’s Hospital and the Institute of Cardiology, 
London, 15 cases are reported of acyanotic heart disease 
in which a ventricular septal defect with a left-to-right 
shunt of moderate size was associated with pulmonary 
stenosis. In all cases cardiac catheterization and intuba- 
tion of the pulmonary artery were carried out and an 
electrocardiogram (ECG) was obtained. From the find- 


ings the authors consider that a systolic gradient of 35 | 


mm. Hg or over is significant of organic pulmonary steno- 
sis. In 10 of the 15 cases there was ECG evidence of right 
ventricular preponderance. Haemodynamic investiga- 
tion revealed a relatively large left-to-right shunt with or 
The authors dis- 
cuss these findings in relation to those in patients with 
smaller gradients and patients with Fallot’s tetralogy. 
They conclude that the condition in their series should 
be described as ventricular septal defect with pulmonary 
stenosis, rather than “* acyanotic Fallot’s tetralogy ”, and 
consider that it bears the same relationship to the latter 
as ventricular septal defect does to Eisenmenger’s 
complex. J. B. Wilson 


319. Pulmonary Valvular Stenosis. The Infundibular 
Factor in Relation to Valvotomy 

H. F. M. Bassett. Thorax [Thorax] 13, 204-209, Sept., 
1958. 3 figs., 15 refs. 


Several authors have observed that after pulmonary 
valvotomy for correction of congenital stenosis of the 
pulmonary valve with intact ventricular septum a satis- 
factory fall in right ventricular pressure does not always 
follow. This may be attributable to a state of func- 
tional stenosis of the infundibulum as a result of muscu- 
lar hypertrophy, and is often associated with asynchron- 
ous ventricular contractions. In order to determine 
Whether the finding of these contractions would provide 
teliable preoperative evidence of infundibular hyper- 
ttophy the present author has studied 48 patients at the 
General Hospital, Toronto, by cardiac catheterization 
and simultaneous electrocardiography and has deter- 
Mined the time interval between the R wave and the 
Peak of the following pressure wave (the “* R-peak 
interval”). When the infundibulo-ventricular contrac- 
tions are synchronous there is no R-peak difference, 
While the finding of a negative difference indicates that 
the infundibulum contracts before the ventricle. 

In none of the 32 patients without pulmonary stenosis 
Was an R-peak difference found, nor was it present in 


101 


11 of the 19 patients with stenosis; however, in the 
remaining 8 with pulmonary stenosis and in 5 out of 7 
patients with Fallot’s tetralogy there was a negative 
difference of 0-04 to 0-08 second. It was noted that the 
greatest difference occurred with a right ventricular pres- 
sure of about 160 mm. Hg, whereas with higher pressures 
the degree of asynchronism was less, perhaps because 
the infundibular muscle is not capable of overcoming 
very high pressure. In 3 patients with preoperative 
asynchrony who were examined again after valvotomy 
the R—peak difference had disappeared. The asynchron- 
ism of the pressure variations suggests an active, muscu- 
lar, systolic division of the chamber at the base of the 
infundibular canal. The earlier contraction of the in- 
fundibulum may stem from the regulatory function of 
its forerunner, the bulbus cordis, or pulmonary blood 
flow. After valvotomy, hypertrophy gradually regresses 
and right ventricular pressure falls, but the return to syn- 
chronous infundibulo-ventricular contractions may take 
several months. In these cases resection of a simple mus- 
cular hypertrophy is not necessary, but if fixity or fibrosis 
of the infundibular narrowing is present it is essential for a 
satisfactory result. M. Meredith Brown 


CHRONIC VALVULAR DISEASE 


320. Clinical and Hemodynamic Observations in Pure 
Mitral Insufficiency 

J. Ross, E. BRAUNWALD, and A. G. Morrow. American 
Journal of Cardiology [Amer. J. Cardiol.] 2, 11-23, July, 
1958. 5 figs., bibliography. 


Left heart catheterization was carried out at the 
Clinic of Surgery, National Heart Institute, Bethesda, 
Maryland, on 23 patients with the clinical findings 
typical of “‘ pure ” mitral insufficiency, all but 3 of whom. 
also underwent right heart catheterization. Pulmonary 
hypertension was present.in 10 cases. The diagnosis of 
mitral insufficiency as the sole valvular lesion was con- 
firmed at necropsy in 3 cases and at operation in 5, and 


_ was based on the clinical and haemodynamic findings in 


the remaining 15. 

The left atrial pressure pulse (obtained by direct 
puncture) was diagnostic of mitral insufficiency in 20 
cases; in the remaining 3 the characteristic pulse con- 
tour was seen after the systemic arterial pressure had 
been increased by the infusion of noradrenaline. In the 
differentiation of mitral stenosis from “‘ pure” mitral 
insufficiency by analysis of the left atrial pressure pulse 
contour the following findings characteristic of the latter 
were found useful: (1) a value of more than 4-0 for the 
ratio of the rate of the “‘y” descent to the mean left 
atrial pressure; (2) a value of more than 0-5 for the 


_ ratio of the “‘ y”’ descent in the first 0-1 second to the 


mean left atrial pressure; and (3) a value of more than 
1-4 for the ratio of the peak pressure of the “* y ” wave to 
that of the “‘ a” wave (during sinus rhythm). All these 
3 criteria were met in 20 cases and 2 of them in the 
remaining 3. The pulmonary and capillary wedge 
pressures were diagnostic of mitral insufficiency in only 
3 of the 7 cases in which a good phasic pressure recording 
could be obtained. The “z” point of the left atrial 
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pressure pulse was elevated in 17 of the 23 cases, while 
the left ventricular end-diastolic pressure was elevated in 
7 of the 12 patients in whom it was measured, including 
5 out of 6 with pulmonary hypertension. Electro- 
cardiographic evidence of left ventricular hypertrophy 
was present in 13 cases (combined with right ventricular 
hypertrophy in 2). Left ventricular enlargement was 
noted on radiography in all but one of the patients; left 
atrial enlargement was most prominent in patients with 
atrial fibrillation. Gerald R. Graham 


321. Mitral Valvuloplasty in Patients Past Fifty 

H. Biack and D. E. HARKEN. New England Journal of 
Medicine [New Engl. J. Med.| 259, 361-365, Aug. 21, 
1958. 2 figs., 7 refs. 


The authors dispute the assumption which is often 
made that patients with cardiac valvular disease beyond 
the age of 50 are “‘ too old for surgery ’ and present an 
analysis of the results of mitral valvuloplasty in 154 
patients in this age group (of whom 15 were over the 
age of 60), comparing them with the results in a very 
much larger concurrent series of younger patients. A 
significantly higher percentage of the older patients were 
severely disabled and a higher proportion had suffered 
from systemic embolism before operation. Calcifica- 
tion of the valve was also more frequent, and the authors 
suggest that this may account for the higher postoperative 
embolus rate. 

Despite these adverse factors they found no increase 
in the relative operative mortality, although they stress 
the greater risk always present in severely disabled 
patients whatever their age. They also point out the 
adverse affect of concomitant mitral incompetence on 
the results of operation. They found that improvement 
after operation in terms of increased exercise tolerance 
was almost identical in the two age groups, and therefore 
‘conclude that it is a fallacy to regard 50 as the upper 
age-limit for surgery in such cases. J. R. Belcher 


322. Direct Left Atrial Pressure Tracings and the 
Degree of Mitral Obstruction 

S. R. McCampse.t. British Heart Journal (Brit. Heart 
J.) 20, 341-345, July, 1958. 7 figs., 3 refs. 


The author reports the results of an analysis of the 
diastolic portion of direct left atrial pressure tracings in 
cases of mitral stenosis with particular reference to the 
behaviour of the “‘ y”’ descent (or Ry/v). This expres- 
sion, which relates the rate of fall of atrial pressure during 
left ventricular filling (in mm. Hg per second) to the 
pressure head at the beginning of diastole (in mm. Hg) 
was originally derived as the best index of forward 
obstruction at the mitral valve obtainable from the 
indirect left atrial pressure tracing alone. The pressure 
records were obtained during operation at Hammer- 
smith Hospital (Postgraduate Medical School of Lon- 
don) from patients presumed to have pure or dominant 
mitral stenosis, the chest and pericardium being open. 

The value of Ry/v was compared with the surgeon’s 
estimate of the area of the mitral orifice in 48 patients 
without detectable mitral regurgitation, the observations 
being repeated in 27 cases after valvotomy. There was 
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a significant correlation between the two (P<0-05), but 
its magnitude was relatively small; thus although in 79¥ 
of these cases in which the surgeon estimated the valve 
area at less than 1-5 sq. cm. the Ry/v value was in fact 
within the stenosis range (less than 1-5), the surgical 
estimate varied widely for any given Ry/v value. The 
presence of slight and moderate degrees of mitral regur- 
gitation did not affect the calculated values for Ry/y 
[which is an index of forward obstruction only]. 

It is concluded that the calculation of the Ry/v from 
direct left atrial tracings made under these conditions is 
of little value in assessing the degree of mitral stenosis. 
The effect of inaccuracies in making measurements from 
the pressure records is discussed, and the possible influ- 
ence of the abnormal haemodynamic conditions associ- 
ated with the surgical procedure is mentioned. These 
may vitiate the method, the basis of which would seem 
to be logical. 


{In this otherwise careful study it has been tacitly 


assumed that the surgeon’s estimate of the area of the 
mitral valve is an absolute measurement. This cannot 
be so. Unless the accuracy of the surgical assessment 
is known, the co-variation between Ry/v and mitral area 
cannot be evaluated.] S. G. Owen 


323. Pulsus Alternans in Aortic Stenosis. Hemo- 
dynamic Observations in 50 Patients Studied by Left 
Heart Catheterization 

T. Cooper, E. BRAUNWALD, and A. G. Morrow. 
Circulation [Circulation] 18, 64-70, July, 1958. 5 figs., 
17 refs. 


In 28 patients with acquired (rheumatic) aortic stenosis 
(19 males and 9 females, ranging in age from 30 to 55 
years) and 22 patients with congenital aortic stenosis (14 
males and 8 females, age range 6 to 36 years) investigated 
at the National Heart Institute, Bethesda, Maryland, the 
left ventricular pressure and arterial pressure—the latter 
either in the central aorta by means of retrograde arterial 
catheterization or in the femoral or brachial artery by 
percutaneous puncture—were recorded simultaneously 
with Lead II of the electrocardiogram on a multichannel 
oscillograph. In 46 of the patients left heart catheteriza- 
tion was carried out by the transbronchial route and in 
the other 4 by percutaneous puncture through the anterior 
chest wall. 

In 15 of the 28 patients with acquired aortic stenosis 
persistent pulsus alternans was present in the left ven- 
tricular pressure tracing, the average difference in pres- 
sure between the large and small pulses being 15 (range 
2 to 43) mm. Hg; ‘in a further 4 patients transient pulsus 
alternans after ventricular premature beats was observed. 
Patients with persistent pulsus alternans had a signifi- 
cantly higher left ventricular systolic pressure and 4 
higher aortic valve gradient than those without, but the 
haemodynamic parameter affording the best separation 
between these two groups was the product of left ver 
tricular systolic pressure multiplied by heart rate, which 
is a measure of the relative oxygen requirements. From 
this the inference is drawn that a disproportion between 
the oxygen requirement of the heart and the supply of 
oxygen available to the heart can so alter cardiac com 
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tractility that alternation results. However, none of the 
22 patients with congenital aortic stenosis showed per- 
sistent pulsus alternans and in consequence it is con- 
cluded that some other factor may play a part in the 
genesis of pulsus alternans. Among the 15 patients 
with the acquired lesion who were operated on, only 6 
of the 11 with persistent pulsus alternans survived, 
whereas of the 4 without pulsus alternans, 3 survived. In 
contrast the 12 patients with congenital aortic stenosis 
subjected to operation all survived. A. Schott 


324. Rheumatic Heart Disease in Pregnancy: the 
Remote Prognosis in Patients with ‘‘ Functionally Severe ”’ 
Disease 

H. GORENBERG and L. C. Cuestey. Annals of Internal 
Medicine {Ann. intern. med.| 49, 278-304, Aug., 1958. 
4 figs., 17 refs. 


On the basis of their experience at the Margaret Hague 
Maternity Hospital, Jersey City, since 1931, the authors 
discuss the effect of pregnancy on the immediate and 
remote prognosis of rheumatic heart disease with severe 
functional impairment. The previous literature on this 
subject is reviewed and the authors stress the importance 
of accuracy in making the diagnosis of rheumatic heart 
disease in the pregnant woman. 

From a previous analysis of 345 cases of rheumatic 
heart disease in pregnancy (Gorenberg and McGeary, 
Amer. J. Obstet. Gynec., 1941, 41, 44) they have formu- 
lated a set of rules for the management of such cases, 
which may be summarized as follows. (1) Rest in bed 
for 1 to 2 hours every afternoon and at least 8 hours’ rest 
at night in all cases, further restrictions on exertion being 
added progressively from the 6th month. (2) Weekly 
observation of all patients over 25. (3) All patients 
with marked limitation of physical activity (Classes III 
and IV of the American Heart Association classification) 
before pregnancy or with a previous history of decom- 
pensation to be admitted to hospital at their first visit 
to the antenatal clinic, regardless of the presence or 
absence of symptoms, and kept at absolute rest in bed 
for the remainder of pregnancy. (4) At the first sign of 
a decrease in cardiac reserve the patient to be admitted 
at once and kept at absolute rest in bed for the rest 
of pregnancy. (5) Surgical intervention, including 
caesarean section, to be resorted to only when obstetric- 
ally essential. Among 707 hospital patients receiving 
antenatal care and treated in this way since 1939 there 
have been only 2 deaths, whereas among private patients 
and non-registered emergency admissions the death 
tates approached 10°%% and 20% respectively. - These 
figures show that “‘ pregnancy is potentially lethal for the 
woman with definite cardiac impairment ”’, but that with 
Proper management the immediate prognosis is no 
worse than for the non-pregnant woman. In none of 
the 707 cases was therapeutic abortion performed, and 
itis argued that if a patient with rheumatic heart disease 
is seen early enough in pregnancy for therapeutic abor- 
tion to be practicable she can equally well be allowed to 
complete a successful pregnancy. 

To determine the effect of pregnancy on the remote 
Prognosis in severe heart disease the authors have 
analysed the subsequent course in 133 women admitted 
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between 1931 and 1943, 95 of whom had one or more 
subsequent pregnancies and 38 had none. From a 
comparison of the survival rates in these two groups they 
conclude that the rheumatic heart is not further damaged 
by pregnancy and that the course of the rheumatic pro- 
cess is not thereby accelerated. Nor is the risk of death 
in subsequent pregnancies increased, provided that the 
patient is managed in accordance with the rules laid 
down. R. Wyburn-Mason 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


325 (a). The Influence of Anticoagulant Therapy on the 
Occurrence of Cardiac Rupture and Hemopericardium 
following Heart Infarction. I. A Study of 89 Cases of 
Hemopericardium (81 of Them Cardiac Ruptures) 

S. AARSETH and H. F. LANGE. American Heart Journal 
[Amer. Heart J.| 56, 250-256, Aug., 1958. 1 fig., 20 refs. 


325 (b). The Influence of Anticoagulant Therapy on the 
Occurrence of Cardiac Rupture and Hemopericardium 
following Heart Infarction. II. A Controlled Study of a 
Selected Treated Group Based on 1,044 Autopsies 

H. F. LANGE and S. AARSETH. American Heart Journal 
[Amer. Heart J.] 56, 257-263, Aug., 1958. 1 fig., 9 refs. 


This series of 89 cases of haemopericardium found at 
necropsy on 1,229 patients, representing 94-3°% of the 
total of 1,303 dying of myocardial infarction at Ulleval 
Hospital, Oslo, during the period 1945-56, is thought 
by the authors to be the largest series of such cases pub- 
lished up to the present. The incidence of haemo- 
pericardium (7:3°%) among these deaths from myocardial 
infarction (in 81 of which (6-6°%% of the total) it was 
accompanied by cardiac rupture) is in accord with previ- 
ous findings. Among the cases of cardiac rupture 
there was a preponderance of females (44 women to 
37 men), despite the @xcess of infarction itself among 
males. In all cases the rupture occurred in the left 
ventricle. The age distribution of the patients with 
haemopericardium corresponded with that for all cases 
of infarction, the majority being between 60 and 80 years. 

The fact that anticoagulant treatment was given to 
33 of the patients (37°%)—the remaining 56 either having 
no anticoagulant therapy or dying so early as to be re- 
garded as virtually untreated—suggested to the authors 
that there was an increased risk of haemopericardium 
(with or without cardiac rupture) whenever an over- 
dose of anticoagulants had been given, as judged by 
records of the prothrombin-proconvertin levels recorded 
in life. Also all 5 cases of haemopericardium without 
rupture occurred in the anticoagulant-treated group. 

In the second paper the results in 69 cases of myo- 
cardial infarction considered to have had adequate 
anticoagulant treatment during life were compared with 
those in 72 control cases, comparable as to age and sex, 
which had received no anticoagulants. The treated cases 
were carefully selected from 1,044 coming to necropsy so 
as to fulfil strict criteria for effective anticoagulant 
therapy, for which dicoumarol had been used in 49 cases 
and phenylindanedione in 20. Intracardiac mural 
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thrombi were found less frequently (4 cases, or 6%) in the 
treated group than in the untreated group (8 cases, or 
11°), but in the treated group haemopericardium (1 case) 
and myocardial rupture (14 cases) was nearly twice as 
frequent as in the control group (8 cases out of 72, of 
which 7 were in women). It is suggested that anti- 
coagulant therapy in cases of myocardial infarction 
“* may contribute to a weakening of the affected area of 
the myocardium, with consequent rupture”. . 
P. Hugh-Jones 


326. Experimental Ligation of the Internal Mammary 
Artery and Its Effect on Coronary Occlusion 

D. C. SaBiston and A. BLALocK. Surgery [Surgery] 43, 
906-912, June, 1958. 4 figs., 6 refs. 


Ligation of the internal mammary artery in the second 
intercostal space has been employed with apparent success 
in the treatment of coronary ischaemia. The authors, 
at Johns Hopkins University School of Medicine, have 
- carried out a series of experiments designed to deter- 

mine whether there is any measurable difference in blood 
flow in the internal mammary artery after ligation and 
whether such an operation protects the heart from the 
effects of ligation of the anterior descending coronary 
artery. 

Three groups of experiments were performed on dogs: 
(1) ligation of the internal mammary artery alone, with 
immediate determination of blood flow and the effects 
of coronary ligation; (2) ligation of the internal mam- 
mary artery alone followed by estimation of blood 
flow and coronary ligation after some weeks’ interval; 
and (3) ligation of the internal mammary artery in the 
second intercostal space with additional ligation of the 
branches of the subclavian artery. There was no in- 
crease in the flow of blood and no protection from 
coronary ligation in the animals in Groups 1 and 2. 

.In Group 3 there was an increase in coronary blood 
flow, though this was still only a small fraction of the 
total coronary flow. As in Groups 1 and 2 no protec- 
tion from coronary ligation was afforded by this pro- 
cedure. It is concluded that “the volume of blood 
flowing through the internal mammary artery following 
ligation in the second intercostal space is quite small and 
that the procedure does not protect against experi- 
mental coronary occlusion ”’. W. P. Cleland 


327. Internal-mammary-artery Ligation for Angina Pec- 
toris. Its Failure to Produce Relief 

R. G. Fisu, T. P. Crymes, and M. G. Lovett. New 
England Journal of Medicine [New Engl. J. Med.] 259, 
418-420, Aug. 28, 1958. 7 refs. 


In this paper from the Veterans Administration Hos- 
pital, Oteen, North Carolina, the results are reported of 
bilateral ligation of the internal mammary artery under 
local anaesthesia in 24 selected patients suffering from 
angina of moderate or severe degree. There were no 
operative deaths, but one patient had an infarction 
immediately after operation. The patients were told 
that the operation was experimental and would not 
necessarily result in relief of symptoms. They were 
followed up for 2 to 9 months after operation, its results 
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being assessed by two independent observers. Of the 24 
patients, 20 reported a marked improvement which began 
immediately after operation and lasted 10 to 60 days, 
This improvement was reflected in an increase in exercise 
tolerance, a reduction in the dosage of glyceryl trinitrate 
required, and an improvement in the pattern of the 
electrocardiogram. In a few patients with angina decv- 
bitus this improvement was dramatic. In all the cases, 
however, it was short-lived, and at the end of the follow- 
up period only 6 patients claimed any relief of symptoms. 
The authors, while admitting an initial period of strik- 
ing but inexplicable improvement following this opera- 
tion, do not consider that ligation of the internal mam- 
mary arteries is of significant value in the treatment of 
severe or moderate angina. A. M. Macarthur 


328. Long-term Anticoagulation Therapy for Coronary 
Thrombosis 


M. Toouey. British Medical Journal (Brit. med. J.] 2, 
473-475, Aug. 23, 1958. 4 refs. 


Since 1955 all patients discharged from New End 
Hospital, London, after a severe attack of coronary 
thrombosis or recurrent episodes of infarction have been 
maintained on continuous anticoagulant treatment. 
Altogether 117 patients have been followed for 6 months, 
99 for 12 months, and 77 for 18 months, and the mor- 
tality rates at the end of these three intervals were 1-7%, 
3-0%, and 11-6% respectively. Among the 109 patients 
discharged during the same time who had had only 
a moderately severe and uncomplicated attack of coron- 
ary thrombosis and were not given long-term anti- 
coagulant therapy after discharge, the mortality rates 
at 6, 12, and 18 months were 3-6%, 10-3%, and 15-1% 
respectively, while among the 202 patients discharged 
from other hospitals in the same group after attacks 
of coronary thrombosis of all grades of severity, none of 
whom received long-term anticoagulant therapy, the 
mortality rates were 9-49% at 6 months, 168% at 12 
months, and 23-5°% at 18 months. 

The anticoagulant drugs given were the short-acting 
phenindione and the long-acting ‘‘ marcoumar ”’, and for 
laboratory control the methods of Quick and Owren were 
used. The author claims that provided the exact main- 
tenance dose of anticoagulant drug is correctly prescribed, 
laboratory attendances by the patients need not be fre- 
quent; of the 117 patients, 105 attended hospital only 
at intervals of 6 to 12 weeks. He emphasizes the import- 
ance of avoiding drugs which may interfere with anti- 
coagulant therapy, such as aspirin, phenylbutazone, and 
the broad-spectrum antibiotics. During intercurrent 
illness or operation more frequent laboratory tests should 
be carried out and it may be necessary to reduce the dose 
of the anticoagulant. A special clinic is recommended 
for the supervision of patients receiving long-term ant! 
coagulant therapy. Bernard Isaacs 


329. The Pharmacologic Approach to Coronary In- 
. [Review Article] 

J. C. Krantz and J. S. L. Linc. American Journal of 
Cardiology {Amer. J. Cardiol.] 2, 479-488, Oct., 1958. 


1 fig., 44 refs. 
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Clinical Haematology 


330. Sites of Removal of Incompatible Red Cells from 
the Circulation. [In English] 

P, L. MOLLISON and N. C. H. Jones. Vox sanguinis 
[Vox Sang. (Basel)| 3, 243-251, July, 1958. 1 fig., 
8 refs. 


In an investigation at the Postgraduate Medical School 
of London incompatible erythrocytes were labelled with 
radioactive chromium (5!Cr) and the site of removal of 
these cells after introduction into the circulation was 
studied by means of surface counting over the liver and 
spleen. It was found that if most of the erythrocytes 
were very rapidly removed from the circulation (half 
time 2 to 6 minutes) an average of 74°% of the radio- 
activity was found over the liver. If on the other hand 
most of the cells were more slowly removed (half time 
15 to 22 minutes or 56 to 75 minutes) then about 
80°% of the radioactivity was found over the spleen. In 
order to interpret the surface counter readings trial 
counts were made on a cadaver into which agar-filled 
models of the liver and spleen impregnated with 51Cr 
had been introduced. R. B. Thompson 


331. Polycythemia and Renal Carcinoma. Report of 
Ten New Cases, Two with Long Hematologic Remission 
following Nephrectomy 

A. Damon, D. A. Ho_us, M. M. MELicow, and A. C. 
Uson. American Journal of Medicine [Amer. J. Med.| 25, 
182-197, Aug., 1958. 36 refs. 


It is now accepted that there exists an association be- 
tween renal neoplasm and polycythaemia which cannot 
be attributed to chance, and the syndrome may be more 
common than the 21 cases so far reported in the literature 
would suggest. A further 10 cases are reported in this 
paper from the Presbyterian Hospital, New York, 9 of 
which represent 4-4°% of the 205 cases of “* primary” 
polycythaemia seen at that hospital in a 21-year period 
and 2-6°% of the 350 cases of renal carcinoma; the 10th 
case was seen elsewhere. The authors regard poly- 
cythaemia associated with renal carcinoma as an example 
of secondary polycythaemia because of the remission 
which frequently follows resection of the renal tumour, 
and also because in most of these cases the blood 
changes are in fact those of an erythrocytosis without 
leucocytosis, thrombocytosis, or marked splenomegaly. 
Of the present group of cases, only one showed marked 
splenomegaly and leucocytosis. 

The case histories are presented in some detail and the 
authors discuss their findings and those described by 
others with particular reference to pathogenesis of the 
polycythaemia. In 4 cases in which it was estimated 
arterial oxygen saturation was normal; thus anoxia is 
unlikely to play a causal role, and they suggest that the 
most likely explanation of the occurrence of polycythae- 
Mia is the excessive production by the tumour of an ery- 
thropoiesis-stimulating substance. The evidence suggests 


indicated. 


that this is a possible activity of various histological types 
of renal tumour, but it may also occur in the presence of 
renal adenoma as well as of polycystic disease and other 
non-neoplastic diseases of the kidney. From the clinical 
viewpoint it is recommended that all patients with poly- 
cythaemia should be examined by careful abdominal 
palpation and radiological study of the renal shadows; 
when haematuria occurs in patients with polycythaemia 
more complete urological investigation is obviously 
A. G. Baikie 


ANAEMIA 


332. The Anemia Associated with Renal Disease 
M. Kaye. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.| 52, 83-100, July, 1958. 24 refs. 


The blood picture was studied in 24 patients with 
chronic renal disease and 10 healthy controis at Queen 
Mary Veterans’ Hospital, Montreal, iron utilization being 
assessed with radioactive iron (59Fe) and erythrocyte 
survival with radioactive chromium (5!Cr). 

The degree of anaemia, which was normocytic and 
normochromic, was closely related to renal function as 
judged by the blood urea nitrogen (B.U.N.) value, but the 


- Variations in haemoglobin level between different 


patients at any level of B.U.N. were considerable. 
Although the total iron-binding capacity of the serum was 
constant, the serum iron level tended to fall as renal 
failure advanced. Following injection of 59Fe the time 
required for one-half of the injected iron to disappear 
from the plasma was less in patients with moderate or 
severe anaemia than in the controls. In all patients with 
a haemoglobin level of 12 g. per 100 ml. or less there was 
diminished iron utilization—42-:5% compared with over 
80°%% in patients with a haemoglobin level of over 12 g. 
per 100 ml. and in the controls. The erythrocyte 
survival time was determined in 10 patients, and in 5 it 
was significantly less than in controls. In all 5 the 
heemoglobin level was. below 12 g. per 100 ml. 

The author concludes that there is a profound disturb- 
ance of iron metabolism in the anaemia of renal disease, 
due probably to marrow dysfunction, and that a hae- 
molytic process occasionally plays a part. 

D. G. Adamson 


333. Quantitative Measurement of Gastrointestinal Blood 
Loss. I. The Use of Radioactive Cr5! in Patients with 
Gastrointestinal H 

F. G. EsauGu, T. CLEMENS, G. RODNAN, and R. E. 
PETERSON. American Journal of Medicine (Amer. J. 
Med.) 25, 169-181, Aug., 1958. 2 figs., 15 refs. 


In some cases diagnosed as of “*‘ anaemia of obscure 
aetiology ” there is in fact chronic gastro-intestinal loss 
of blood which cannot be detected by the ordinary 
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measures usually employed for this purpose. In this 
paper from the U.S. National Institute of Arthritis and 
Metabolic Diseases, Bethesda, Maryland, the authors 
describe in detail the procedure they employ for the detec- 
tion and quantitative measurement of such bleeding, 
which depends on the use of erythrocytes labelled with 
radioactive sodium chromate. In tests on 8 patients in 
whom there was no reason to suspect gastro-intestinal 
haemorrhage and whose stools had persistently given 
negative results in the benzidine test for occult blood the 
authors found an apparent mean loss of blood in the 
stools of 1:2 (range 0-3 to 2-8) ml. daily. Attention is 
incidentally drawn to the fact that the benzidine test 
was demonstrated to be about 100 times less sensitive in 
detecting haemoglobin in faeces than in aqueous solu- 
tion. It was confirmed that the mean proportional 
recovery in the stools of radioactive chromium taken by 
mouth was 98-7°%. 

The clinical value of the method described is illustrated 
by 9 case histories. In 4 of these cases radiological and 
endoscopic investigations failed to locate the site of 
bleeding, but this difficulty was overcome by taking 
samples of the intestinal contents at various levels by 
means of a Cantor or Miller-Abbott tube after intra- 
venous administration of labelled erythrocytes. The 
particular value of this procedure is illustrated by a case 
in which it enabled more than one site of gastro-intestinal 
haemorrhage to be detected. Another case is discussed 
in which tests for faecal occult blood were strongly and 
persistently positive, but in which proctoscopy and 
radiological investigations gave negative results; applica- 
tion of the authors’ isotopic technique showed only a 
normal amount of blood in the faeces. 

A. G. Baikie 


334. The Development of Vitamin Bi2 Deficiency by 
Untreated Patients with Pernicious Anemia 

W. J. Darsy, E. Jones, S. L. CLarK, W. J. McCanirty, 
J. Dutra DE Oxiverra, C. Perez, J. Kevany, and J. 
Le Brocquy. American Journal of Clinical Nutrition 
{[Amer. J. clin. Nutr.] 6, 513-522, Sept.—Oct., 1958. 
2 figs., 18 refs. 


The authors of this paper from Vanderbilt University 
School of Medicine, Nashville, Tennessee, have studied 
the occurrence of relapse in 12 patients with known 
Addisonian pernicious anaemia whose treatment with 
liver extract was discontinued for experimental purposes, 
close supervision being maintained, and in 10 others who 
discontinued treatment of their own choice and remained 
unsupervised until forced by symptoms of relapse to 
return. Of the patients in the former group, relapse 
occurred within one year in 5, after 1 to 2 years in 2, 
and after 2 to 4 years in 3, while one patient remained well 
for over 5 years and another for over 6. Spontaneous 
remissions occurred in 4 of the 12 cases before treat- 
ment was resumed, but with one exception were of short 
duration. In each relapse the blood picture deteriorated 
gradually over a period of months, increasing macro- 
cytosis being one of the earliest signs. None of the 
patients in this group showed any sign of neurological 
involvement, though in the other group, who were in 
severe relapse on their return to observation, 6 out of 10 
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had developed neurological symptoms, suggesting that 
= blood changes precede the development of nervous 
esions. 

The authors conclude from the long period of freedom 
from relapse observed in some of their cases that the body 
can accumulate considerable stores of vitamin By, 
Comparison of their findings with those reported in 
cases of vitamin-Bj2 deficiency induced by dietary restric- 
tion or total gastrectomy lead them to suggest that the 
patient with pernicious anaemia can be considered a suit- 
able subject for observations on the vitamin-B;2 require- 
ment of man. From the results of such observations 
(which are to be reported separately) they conclude that 
this may be in the neighbourhood of 0-7 jag. daily. 

Janet Vaughan. 


335. The Treatment of Pernicious Anaemia with In- 
trinsic Factor in Combination with Vitamin Bi. (Le 
traitement de la maladie de Biermer par l'association 
facteur intrinsé¢que—vitamine B;>) 

P. Croizat, L. REVOL, R. CreEysseL, R. KARLIN, and H. 
CREYSSEL. Presse médicale [Presse méd.] 66, 1204-1206, 
July 2, 1958. 11 refs. 


The treatment of 35 cases of pernicious anaemia by 
the oral administration of tablets containing intrinsic 
factor (125 mg.), vitamin B,2 (cyanocobalamin) (100 
pg.), ferrous betainate (100 mg.), and concentrated liver 
extract (75 mg.) over a period of 3 years is reported. 
This preparation was used for initial treatment in doses 
of 3 to 6 tablets daily in 11 cases and as maintenance 
treatment in smaller doses in 24 cases. The results in 
both these groups compared very favourably with those 
obtained by parenteral administration of vitamin By: 
The authors now treat almost all their cases of pernicious 
anaemia with this oral preparation. 

A. W. H. Foxell 


336. Urinary Excretion of Radiovitamin Bi2 in Carriers 
of Diphyllobothrium latum 

W. Nyperc, R. GrAspeck, and V. Sippota. New 
England Journal of Medicine [New Engl. J..Med.| 259, 
216-219, July 31 [received Sept.], 1958. 1 fig., 8 refs. 


In an investigation of the absorption of vitamin By 
(cyanocobalamin) by persons harbouring the fish tape- 
worm Diphyllobothrium latum, carried out at three hos- 
pitals in Finland, the Schilling test was used, the urinary 
excretion of the vitamin labelled with radioactive cobalt 
being expressed as a percentage of the non-labelled intra- 
muscular dose administered. Normal values for the 
test were first established in 50 healthy control subjects, 
and then the finding of very low values in anaemia was 
confirmed by testing 16 patients with true pernicious 
anaemia. 

Of 7 tapeworm carriers with megaloblastic anaemia 
who were studied before and after expulsion of the 
worm, all showed vitamin excretion values similar to 
those of the patients with pernicious anaemia. Some 
time after expulsion of the worm 2 of these patients still 
had low excretion values (even after carbachol stimula- 
tion), and it was concluded that they had true pernicious 
anaemia and that the infestation was only incidental. 
All of the other 5 patients with megaloblastic anaemia 
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showed greatly improved excretion levels after anthel- 
minthic treatment, although it was noted that it took 
some weeks for the intestine to regain a normal absorp- 
tive capacity, the reason for which is as yet unexplained. 
It was also demonstrated that of 50 non-anaemic carriers 
of D. latum, 41 showed defective absorption of vitamin 
By, though to a lesser extent than anaemic subjects, 
and only in 9 was the value within the lower limits of 
normal. 

Precisely how the worms take up vitamin B)2 still 
remains to be elucidated. It is suggested that species 
differences in Diphyllobothrium in different parts of the 
world may account for the geographical variation in the 
incidence of megaloblastic anaemia in persons infested 
with the worm. R. B. Thompson 


337. The Vitamin B12-binding Capacity of the Gastric 
Mucosa in Gastritis and Pernicious Anemia. [In English] 
R. GrRASBECK and M. SrurALa. Acta medica Scandi- 
navica [Acta med. scand.] 161, 181-187, June 9, 1958. 
6 refs. 


At the Maria Hospital, Helsinki, the authors have 
studied the capacity of gastric mucosa showing different 
degrees of histological change to bind vitamin By? 
(cyanocobalamin) in vitro. Biopsy specimens of approxi- 
mately equal size were removed by the suction method 
from the anterior wall of the stomach, 2 from each subject 
being examined histologically and one or 2 used for the 
estimation of vitamin-B;2-binding capacity, vitamin B,2 
labelled with radioactive cobalt (©°Co) being employed 
for this purpose. [For details of the technique the 
original paper should be consulted.] The mean quan- 
tity of vitamin Bj2 bound by 27 specimens of normal 
gastric mucosa from 17 subjects was 3-77-.0-31 myg. 
The corresponding value for 15 specimens from 11 sub- 
jects with superficial gastritis was 1-26+0-37 myg., for 
21 specimens from 12 subjects with slight or marked 
atrophic gastritis 1-16--0-27 myg., for 6 specimens from 
4 subjects with total atrophic gastritis 0-88-.0-37 myg., 
and for 15 specimens from 9 subjects with pernicious 
anaemia 0-42+-0-14 mug. All the specimens in this last 
group showed the appearances of marked or total atro- 
phic gastritis. Although the differences between the 
mean values were significant, there was some overlapping 
of the individual values in the different groups. The 
authors conclude that the vitamin-B;2-binding capacity 
of the gastric mucosa tends to fall with the progression 
of the lesions of atrophic gastritis. Janet Vaughan 


338. A New Hereditary Hemoglobinopathy (the Lepore 
Trait) and Its Interaction with Thalassemia Trait 

P. S. GERALD and L. K. DIAMOND. Blood [Blood] 13, 
835-844, Sept., 1958. 4 figs., 10 refs. 


At the Children’s Medical Center (Harvard Medical 
School), Boston, the mother of a child with clinical 
thalassaemia major was found to possess a new abnormal 
haemoglobin (“* Lepore haemoglobin ”’) associated with a 
blood picture resembling that of thalassaemia minor. 
Subsequently the child was found also to possess the 
new haemoglobin, but the father presented the picture of 
Classic thalassaemia minor only. The classic thalass- 


aemia trait is defined by the authors as “ that form of 
hereditary microcytosis which is transmitted as if due to 
a single gene defect and is accompanied by an increase 
in [haemoglobin] A2 level, without any abnormal hemo- 
globin demonstrable by present technics”. It is clear 
therefore that according to this definition neither the 
mother nor the child suffered from classic thalassaemia. 
The mother is described as showing the “‘ Lepore trait ” 
and the child a combination of the Lepore trait and 
thalassaemia minor. The Lepore haemoglobin and the 
Lepore trait were subsequently found to be present in 
the sister, father, and 2 paternal uncles of the mother of 
the propositus. H. Lehmann 


339. Studies in Sickle Cell Disease. I. Quantitative 
Aspects of Sickling in the Newborn Period 

G. S. Suretps, H. C. LIcHTMAN, J. Messire, and R. J. 
Watson. Pediatrics [Pediatrics] 22, 309-318, Aug., 
1958. 8 figs., 20 refs. 


At Kings County Hospital, Brooklyn, New York, the 
proportion of erythrocytes in which sickling could be 
induced (by a method which is described) and the pro- 
portions of adult and foetal haemoglobin were deter- 
mined in the blood of 7 newborn negro babies in whom 
an initial screening test had shown the presence of some 
sickle cells. Filter-paper electrophoresis was carried 
out in 6 cases for the study of haemoglobin partition. 

The proportion of foetal haemoglobin ranged initially 
from 76:0 to 97-5°%% (mean 87-49%), and that of sickling- 
cells from 1-7 to 20 (mean 9-3)%. Similar observations 
at monthly intervals showed that as the amount of foetal 
haemoglobin fell, so the proportion of cells which could 
be induced to sickle rose, reaching 95°% at 4 months. 
There was, however, no correlation between the liability 
to sickling and the proportion of haemoglobin S. 
It is therefore suggested that the high concentration of 
haemoglobin F in the erythrocytes of the newborn 
child depresses the sickling reaction in vitro. The specific 
reaction rate for alkali-resistant haemoglobin was found 
to differ in infants under 3 months from that in older 
children and adults, suggesting the possibility that there 
is more than one form of alkali-resistant haemoglobin. 

J. L. Markson 


340. Splenectomy in Hemolytic Anemia: Results Pre- 
dicted by Body Scanning after Injection of Cr5!-tagged 
Red Cells 

P. R. McCurpy and C. E. Ratu. New England Journal 
of Medicine [New Engl. J. Med.] 259, 459-463, Sept. 4, 
1958. 8 refs. 


In a study of 50 patients with a variety of haemato- 
logical disorders at Georgetown University and the 
District of Columbia General Hospitals, 25 to 50 ml. 
of the patient’s blood was incubated with 50 to 150 yc. of 
radioactive chromate and an aliquot returned into a vein. 
Scintillation counting over the spleen was then carried 
out until a steady rate of counting was obtained. (This 
was less than 3 minutes in those without other evidence 
of haemolysis; more than 5 minutes indicated sequestra- 
tion of erythrocytes in the spleen, but the result was un- 
certain or misleading in half the cases.) Thereafter the 
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rates of counting over the precordium and over the liver 
were observed, and the initial ratio of counts over the 
spleen to counts over the precordium (S:P) was cal- 
culated. Counts were performed daily or twice weekly 
until the S:P ratio showed a definite trend. This 
allowed the calculation of a “* splenic localization index ” 
(S.L.I.}—10 times the difference between the highest 
and the initial S:P ratios divided by the product of the 
initial S:P ratio and the number of days after injection 
on which the highest ratio was observed. 

The results, with brief case reports, for 10 patients 
treated by splenectomy are tabulated. They show that 
the 9 who were improved (only 3 of whom had hereditary 
spherocytosis) had an S.L.I. of over 1-0 and a maximum 
S:P ratio over 1-5. Such a “ positive” result was also 
obtained in 4 other patients—one for whom splenectomy 
was not advised, one who refused it, one with poly- 
cythaemia vera, and one—tested with donor cells but 
not with his own—with sickle-cell anaemia. The patient 
not improved by splenectomy had an S.L.I. of 0 and a 
maximum S:P ratio of 0-7. An addendum to the paper 
mentions successful splenectomy in a patient whose 
S.L.I. was 0-8, but whose maximum S:P ratio was 2:5. 

The authors recommend this mathematical treatment 
of a type of test whose predictive value they confirm. 

G. C. R. Morris 


NEOPLASTIC DISEASES 


341. The Action of 6-Mercaptopurine in 41 Cases of 
Acute Leukaemia in Adults. (Action de la 6-mercapto- 
purine dans 41 cas de leucémie aigué chez l’adulte) 

Y. Kenis, T. Pettzer, and H. J. TAGNON. Revue 
d’hématologie [Rev. Hémat.| 13, 132-147, April-June 
{received Aug.], 1958. 8 figs., 30 refs. 


_ At the Institut Jules-Bordet of the Free University of 
Brussels the authors studied the effects of treatment with 
6-mercaptopurine on a group of 30 patients suffering 
from acute leukaemia. The patients’ ages varied from 
17 to 77 years, 14 being female and 16 male. The series 
included 4 cases of monocytic leukaemia (Naegeli type), 
3 of lymphoblastic leukaemia, 15 of myeloblastic leuk- 
aemia, one of promyelocytic leukaemia, and one of 
erythroleukaemia which changed to a myeloblastic leuk- 
aemia before treatment was started, the leukaemic cells 
being undifferentiated in 6 cases. No patient had 
received previous chemotherapy. The drug was given 
orally in a daily dosage of 2-5 to 25 mg. per kg. body 
weight for 4 to 140 days. The results of treatment, 
classified according to the recommendations of the Cancer 
Chemotherapy National Service Center (Bisel, Blood, 
1956, 11, 676), included one complete remission, 6 partial 
remissions, and 3 clinical remissions. The drug had a 
depressive action on the leucocyte count in almost all 
cases. 

In addition, 8 cases of chronic myeloid leukaemia were 
treated during periods of acute myeloblastic transforma- 
tion. A partial remission was obtained in 2 cases and a 
reduction in the leucocyte count in 4, while no effect was 
noted in the remaining 2 cases. In 2 cases of chronic 
lymphatic leukaemia similarly treated during an acute 


lymphoblastic phase no significant improvement was 
obtained. 

The authors conclude that treatment with 6-mercapto- 
purine should be pursued to the point of complete dis- 
appearance of leukaemic cells from the bone marrow or 
of development of a marked medullary hypoplasia. 
The patients treated were too few for the response 
to be correlated with the type of leukaemia, but it was 
noted that patients with a high leucocytosis or a high 
proportion of blast cells in the blood appeared to have a 
better chance of improvement than those with the 
aleukaemic form of acute leukaemia. 

Victor M. Rosenoer 


342. Treatment of Acute Leukemia in Adults with 
Massive Doses of Prednisone and Prednisolone 

N. B. GRANVILLE, F. Ruspio, A. UNuGuR, E. SCHULMAN, 
and W. DAMESHEK. New England Journal of Medicine 
[New Engl. J. Med.] 259, 207-213, July 31 [received Sept.], 
1958. 20 refs. 


Twenty adults with acute lanai were treated with 
massive doses of prednisone as the sole medication for 
a 2-week period, after which smaller doses were used for 
maintenance. ‘ 

Three complete (clinical, hematologic and bone mar- 
row) and one partial remission occurred in the 1,000-mg. 
group, and 2 complete remissions and one partial 
remission in the 250-mg. group. An additional group 
of 10 patients recently studied receiving 100 mg. per day 
showed only brief partial responses. Because 6-mer- 
captopurine was used for brief periods in some cases 
after the initial course of massive prednisone therapy, 
it is not possible to state definitely that the prednisone 
was the sole cause for the development of the remissions. 
Side reactions were much more frequent and more serious 
in the 1,000-mg. group. All patients in the 250-mg. 
group were able to tolerate this dose for the arbitrarily 
chosen 2-week period. Results of therapy with massive 
doses of prednisone appear to be at least as effective as 
those with 6-mercaptopurine and, in the 250-mg. dosage, 
less injurious.—[Authors’ summary.] 


343. Treatment of Acute Leukemia in Children and 
Adults 

J. Louris, H. N. SANForD, and L. R. Limarzi. Journal 
of the American Medical Association [J. Amer. med. Ass. 
167, 1913-1917, Aug. 16, 1958. 9 refs. 


The results obtained in the treatment of 45 children 
and 29 adults suffering from acute leukaemia are analysed 
in this paper from the University of Illinois, Chicago. 

The majority of the patients (55) received a combina- 
tion of 6-mercaptopurine and corticosteroids, and in 19 
of the 26 children in this group who were followed up 
(6 children were lost to follow-up) there was a remission 
of all clinical manifestations of the disease and of blood 
abnormalities (but not necessarily of marrow abnor- 
malities). In the 16 children under 15 years of age who 
obtained a remission the average duration of life from 
the onset of symptoms was 45 weeks. Of 23 patients 
over 20 years given mercaptopurine and steroids, only 5 
obtained a “‘ completé ” remission, and it may be signifi- 


a 
can' 
had 
O 
4 
two 
did 
pter 
4 T 
vari 
bers 
of r 
bing 
hav 
thei 
age 
[ 
cort 
ally 
that 
344. 
B. 
Blo 
a T 
kno 
ag bee 
Col 
abo 
per 
find 
free 
ing 
4 in 
disc 
syn 
sple 
pre 
= tion 
pat 
it y 
anc 
mai 
for 
frec 
the 
wh 
sho 


CLINICAL HAEMATOLOGY - 109 


cant that no remissions were obtained in 6 adults who 
had other forms of treatment. 

Of 5 children given 6-mercaptopurine alone, one 
obtained a “‘ complete” remission and one a partial 
remission; the 4 adults given this drug alone died within 
two weeks of starting treatment. All 3 children treated 
with corticosteroids alone had a remission, but 2 adults 
did not benefit. A combination of steroids and amino- 
pterin was successful for a time in 4 out of 5 children. 

The authors state that statistical comparison of the 
various treatments is difficult because of the small num- 
bers in the groups, especially of adults, but the duration 
of remission was longest in children treated with the com- 
bination of corticosteroids and 6-mercaptopurine. They 
have noticed an increase in survival time coincident with 
their growing experience of the use of antileukaemic 
agents. 

[This report is in line with general haematological 
experience that the results are at least encouraging when 
corticosteroids and 6-mercaptopurine are given, especi- 
ally concomitantly, in the treatment of children, but 
that the results in adults are much poorer.] 

T. B. Begg 


344. Leukemic Reticuloendotheliosis 
B. A. BouRONCLE, B. K. WISEMAN, and C. A. DOAN. 
Blood [Blood] 13, 609-630, July, 1958. 11 figs., 26 refs. 


The authors discuss 26 cases of the rare condition 
known as leukaemic reticulo-endotheliosis which have 
been studied at the Ohio State University Hospital, 
Columbus, during the past 8 years, these constituting 
about 2% of all cases of leukaemia seen at the hospital 
per year. Of the 26 patients, 21 were male and 5 female, 
and their ages ranged from 30 to over 70. 

In every case the diagnosis was confirmed by the 
finding in films of the peripheral blood and blood 
marrow, stained supravitally and with Wright’s stain, of 
free reticulum cells or histiocytes. The onset of the 
disease was usually insidious, the most common present- 
ing symptom being weakness and easy fatigability. In 
4 cases the onset took the form of a haemorrhagic dia- 
thesis, 4 patients sought medical advice because of pain 
in the splenic region, while in 5 others the disease was 
discovered during treatment of pneumonia or respiratory 
symptoms. The most common physical finding was 
splenomegaly (25 cases, or 96%); hepatomegaly was 
present in 15 (58°%), but lymphadenopathy in only 9 
cases (35°%) and infiltrative skin lesions in 3. Infec- 
tion was a frequent complication and occurred in 15 
patients during the course of the disease. Anaemia was 
present in 20 of the patients, but was severe in only one; 
it was most frequently normocytic and normochromic, 
and was secondary to replacement of normal bone 
marrow by reticulum cells. Of 6 patients in whom the 
anaemia was frankly haemolytic, splenectomy was per- 
formed in 5 and resulted in marked improvement in the 
3 who survived the operation. Leucopenia was the most 
frequent haematological finding, being present in 15 of 
the patients; in only one case was there a marked leuco- 
cytosis. Marked thrombocytopenia was noted in 12, 
while examination of bone marrow aspirates in 20 cases 
showed hypocellularity, with 30 to 94% of reticulum cells. 


Histological observations on necropsy material from 5 
patients showed that the spleen was the organ most 
extensively involved. 

The clinical course of the disease was variable, being 
acute and rapidly progressive with a clinical picture 
similar to that of untreated acute leukaemia in 8 cases 
(31°%) and subacute in 6 (23%), while in the other 12 
(46°) it ran a chronic course. Some of the patients in 
this last group showed a predominantly splenic form and 
responded to x-ray therapy. Steroids alone or in com- 
bination with tretamine appeared to produce favourable 
results in some cases. Of the 26 patients, 16 have died, 
the survival time varying from less than one year in 4 
cases to 15 years in one case. Follow-up studies in these 
cases supports the concept that leukaemic reticulo- 
endotheliosis is a definite haematological and patho- 
logical entity. A. Ackroyd 


345. Effects of Concurrent Infections and Their Toxins 
on the Course of Leukemia. [Monograph, in English] 
L. PeLner, G. A. Fow.er, and H. C. NaAuts. Acta 
medica Scandinavica [Acta med. scand.| 162, Suppl. 338, 
1-47, 1958. Bibliography. 


346. Bronchial Lesions in Hodgkin’s Disease. 
lésions bronchiques de la maladie de Hodgkin) 

J. M. Lemoine, J. FAuvet, Y. Rose, and J. Denis. 
Bulletin de Il’ Association francaise pour l’étude du cancer 
[Bull. Ass. frang¢. Cancer| 45, 137-145, April-June [re- 
ceived Sept.], 1958. 


The authors describe the bronchoscopic findings in 
30 patients, 1t female and 19 male, with Hodgkin’s 
disease admitted to the Institut Gustave-Roussy, Ville- 
juif, Seine. In 27 of these cases bronchoscopy was 
undertaken because radiological changes had been 
observed in the lungs or mediastinum, although there 
was no clinical or radiological evidence of tracheal or 
bronchial involvement; in the other 3 patients the radio- 
graphs were normal, but one of them had an enlarged 
subclavicular lymph node, one had haemoptyses, and 
the third had symptoms suggestive of bronchial 
obstruction. 

The examination showed apparently normal bronchi 
in 7 cases, detectable thickening of the mucous membrane 
in a further 7, deformities of the bronchi due to external 
pressure in 10 (in 4 of which there was tracheal com- 
pression), and tumour formation in the bronchus in 3; 
of these last cases, however, the tumour was of notable 
size in only one, and in this case biopsy examination 
showed Hodgkin’s tissue. Finally in the remaining 3 
patients ulcers were found in the bronchi, biopsy in one 
of these cases revealing atypical changes of the Hodgkin 
type. Bronchoscopy is seldom carried out in Hodg- 
kin’s disease, partly because there is often no clear 
indication for it and partly because physicians are reluc- 
tant to subject the patient to this procedure unnecessarily ; 
the authors nevertheless point out that abnormal signs 
often appear early in the bronchus and therefore broncho- 
scopy can be valuable in revealing the need for early 
treatment. M. C. G. Israéls 
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Respiratory System 


347. Acute Respiratory Disease in the R.A.F., 1955-7 
J. C. McDona.p, J. S. WiLson, W. B. THORBURN, 
W. W. HoLianp, and B. E. ANprews. British Medical 
Journal [Brit. med. J.|2, 721-724, Sept. 20,1958. 12 refs. 


A previously reported survey of acute respiratory 
disease in the Royal Air Force in the winter of 1954-5 
(Brit. med. J., 1956, 1, 1203; Abstr. Wild Med., 1956, 20, 
323) had shown that apart from illnesses due to influ- 
enza B, which had then been epidemic, there were few 
identifiable virus infections. Further studies were there- 
fore carried out in 1955-6 and 1956-7 on operational, 
boys’, and recruit units in the R.A.F. in an attempt to 
define the importance of the influenza virus and the 
adenoviruses: In addition to examination of clinical 
records, an attempt was made to obtain throat swabs 
and paired sera from a proportion of those servicemen 
admitted to sick-quarters because of respiratory infec- 
tions, and over 1,000 cases are reported. 

A general finding was that respiratory disease requiring 
admission to sick-quarters was much more frequent in 
recruits, of whom 10° of all those at risk were admitted, 
than in operational and boys’ units, for which the admis- 
sion rate was only 1°% of those at risk. The prevalence 
of adenovirus infection was high in recruit units in 1956, 
but low in these and in the other units in 1957, suggesting 
that 1956 might have been an epidemic year. Influenza 
A was considered to be an important cause of respiratory 
illness in all units in both years, when approximately 5°% 
of all those at risk were clinically affected. Clinical 
differentiation between influenza and adenovirus infec- 
tions was not possible. As a cause of invaliding from the 
R.A.F. in 1953 and 1954 an acute respiratory illness con- 
tracted in the first year of service accounted for 54% of 
all those (195) discharged on account of respiratory 
disease (other than tuberculosis and cancer). 

John Fry 


348. Observations on the Peripheral Circulation in 
Hypertrophic Pulmonary Osteoarthropathy 

J. GinsBurG. Quarterly Journal of Medicine (Quart. J. 
Med.) 27, 335-352, July, 1958. 12 figs., 39 refs. 


The author, at the Sherrington School of Physiology, 
St. Thomas’s Hospital, London, studied the peripheral 
blood flow in 18 patients with hypertrophic pulmonary 
osteoarthropathy, which was secondary to carcinoma of 
the lung in 14. The blood flow in the hands. and feet 
did not differ from that in healthy controls. In the 
forearms and calves the average blood flow was about 


one and a half times as great as that in the controls, — 


although the scatter of values in the patients with arthro- 
pathy was wide, some being in the normal range. After 
intravenous administration of adrenaline the forearm 
blood flow increased by only 36°% of the resting value, 
compared with an increase of 97% in the controls. The 
blood flow in the calf decreased during infusion of adrena- 
line in the patients, whereas it increased in controls by 
75%. After pneumonectomy there was a marked reduc- 


tion of blood flow in the limbs, and the response to 
adrenaline was then “‘ very similar ” to that in controls. 

In patients with arthropathy the skin temperature over 
joints was high and fell only slowly during body cooling. 
After operation the temperature was lower and fell 
more rapidly during cooling. An arteriogram obtained 
in one of the cases of osteoarthropathy showed that the 
arteries to the periosteum were greatly increased in num- 
ber, and the pattern differed from the normal in that the 
arteries left the main vessel at right angles. Histological 
examination of a portion of the femur in one case 
revealed a great increase in the number of arterioles, the 
walls of which were thicker than normal. 

The author discusses the significance of these findings 
and concludes that the essential abnormality in arthro- 
pathy is an increased blood flow to the long bones, 
which “* may, to some extent, be responsible for changes 
in peripheral circulation’. The possibility that the 
changes in bones and joints in hypertrophic osteoarthro- 
pathy are part of a more general disturbance initiated 
by the primary pulmonary disease and possibly related 
to abnormal oestrogen metabolism is mentioned. 

A. Gordon Beckett 


349. Prescalene-lymph-node Biopsy 

J. T. Witson, E. G. Laroret, and J. W. STRIEDER. 
New England Journal of Medicine [New Engl. J. Med. 
259, 615-618, Sept. 25, 1958. 5 refs. 


Prescalene-lymph-node biopsy was performed in a 
series of 153 cases with intrathoracic disease. There were 
148 cases in which lymphoid tissue was identified. Of 
these, 29 (20°%) yielded histologic evidence of the under- 
lying pulmonary disease. Prescalene-node biopsy was 
successful in 18°% of cases in which all other diagnostic 
methods short of exploratory thoracotomy had been 
unavailing. It is believed that, in view of the minimal 
risk, good diagnostic yield and important prognostic 
significance, prescalene-lymph-node biopsy continues to 
be justified in the presence of intrathoracic disease. 

On appropriate indication the biopsy may also con- 
stitute a useful diagnostic adjunct in the patient who is 
hospitalized for pulmonary tuberculosis. In the present 
series of 20 patients undergoing this procedure, positive 


diagnostic information was obtained in 7. The yield of. 


significant histologic data was highest when the under- 
lying pulmonary disease was sarcoidosis and lowest when 
it was tuberculosis. Bronchogenic carcinoma occupied 
an intermediate position. The major indications for 
prescalene-lymph-node biopsy in patients hospitalized 
for pulmonary tuberculosis are as follows: inability to 
obtain bacteriologic confirmation of the diagnosis of 
pulmonary tuberculosis, thus indicating that search for 
nontuberculous disease be intensified; x-ray findings 
suggestive of bronchogenic carcinoma; delay in x-ray 
improvement despite adequate medical therapy; and 
unexpectedly good clinical condition in the presence of 
roentgenologically extensive pulmonary disease. Bac- 
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teriologic study of the cut surface of the resected lymph 
nodes is occasionally of value and should be performed 
more frequently. Although not done in this series, 
mycologic study of the resected lymph nodes is also 
recommended when the diagnosis is obscure.—[Authors’ 
summary.] 


350. Multiple Primary Cancer of the Lung 

C. L. N. Rosinson and C. A. Jackson. Journal of 
Thoracic Surgery |J. thorac. Surg.) 36, 166-173, Aug., 
1958. 6 figs., 11 refs. - 


Out of a series of 500 cases of bronchial carcinoma 
seen at St. Charles’s Hospital, London, dual primary 
growths were found in 9. In 8 cases the two tumours 
developed simultaneously; in one case the second 
tumour developed 5 years after lobectomy for the initial 
growth. The tumours were ipsilateral in 4 cases and in 
opposite lungs in 5. In most of the cases one carcinoma 
was of the oat-cell type and the other was squamous- 
celled, but in 2 cases an adenocarcinoma was found, 
associated with a polygonal-cell carcinoma in one case 
and an oat-cell tumour in the other. B. Golberg 


351. Lung Cancer Death Rates in England and Wales 
Compared with Those in the U.S.A. _ 

E.C. HAMMOND. British Medical Journal (Brit. med. J.] 
2, 649-654, Sept. 13, 1958. 3 figs., 15 refs. 


In 1953 death rates from cancer of the lung in England 
and Wales were 69-3 per 100,000 for men and 10-6 per 
100,000 for women. The corresponding rates in the 
U.S.A., standardized to the age distribution of the British 
population, were 33-0 and 6-7 per 100,000. In both 
countries there has been an increase in mortality from 
lung cancer over the past 25 years; throughout this time 
the difference between the rates for males has remained 
much the same, but the increase for females in England 
and Wales has become marked only since 1948. 

Examining the hypothesis that the differences between 
the two countries may be attributable to different cigar- 


ette-smoking habits, the author points out that at least. 


5 different factors may affect the degree of harmful 
exposure of the lungs to smoke: (1) the average number 
of cigarettes smoked daily; (2) the duration of smoking; 
(3) the extent of inhalation; (4) the proportion of each 
cigarette which is actually smoked; and (5) the chemical 
composition of the smoke. The average consumption 
of cigarettes per adult per annum is now higher in the 
U.S. (3,195) than in Britain (2,509), but in 1935 the 
figures were 1,410 and 1,589 respectively. The propor- 
tion of long-term cigarette smokers may be larger in 
Britain, but any such difference could hardly account 
for the large difference in death rates, since it is estimated 
that over half of the U.S. males aged 50 to 69 who now 
smoke cigarettes started before the age of 25. Com- 
parable investigations in the two countries show no 
significant difference in the proportion of male cigarette 
smokers who inhale. In view of suggestions that 
American smokers discard more of the cigarette than 
British smokers the author has obtained data on this 
subject in the U.S.A. through the collection of 4,283 
discarded cigarette butts from private houses, offices, 
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restaurants, sidewalks, stations, and parks in towns of 
various sizes. The average length was 30-9 mm.; only 
8-2% of filter-tipped butts and 9-4% of butts without 
filter-tips measured less than 20 mm. It is estimated 
that on the average in the U.S. about 38°% of each filter- 


‘tipped cigarette and 41% of each non-filter-tipped 


cigarette is discarded. No information is available 
from Britain, but in an investigation carried out in the 
Netherlands by Korteweg on the author’s behalf the | 
average length of 545 butts was 19-7 mm. If a similar 
finding were obtained in Britain it might well account for 
the difference in reported mortality from lung cancer, 
but on this point, as on the chemical composition of the 
smoke of American and British cigarette tobacco, more 
detailed information is needed. 

Other factors, however, also have to be considered. In 
both countries the mortality from lung cancer is higher 
both for smokers and for non-smokers in towns than in 
rural areas, suggesting that air pollution, industrial 
hazards, or some other factor associated with urbaniza- 
tion increases mortality from this cause independently 
of the cigarette factor. Moreover, the effect of this 
factor would appear to be several times greater in Liver- 
pool (the only British urban area for which the relevant 
data are available) than in American cities. Even if this 
differential is assumed to apply to all urban areas in 
England and Wales (which is unlikely, since Liverpool 
is far from being a typical urban area and has an excep- 
tionally high lung cancer mortality), it would account 
for only about half of the observed difference between 
the countries. Another possible factor is bronchitis, 
which is much commoner in Britain than in the U.S.A. 
(perhaps partly for climatic reasons) and which may 
increase susceptibility to cancer. Finally, the difference 
may be largely nosological in origin, British physicians 
tending to diagnose the condition too frequently and 
Americans to err in the opposite direction. There is 
some evidence to suggest that this may be the case in 
regard to the reporting of the primary site in cases of 
death from carcinomatosis, which would account for a 
part of the difference in reported death rates from cancer 
of the lung between the two countries. Richard Doll 


352. Vagotomy in Hypertrophic Pulmonary Osteo- 
arthropathy Associated with Bronchial Carcinoma 

R. L. Hucxstep and P. E. Bopkin. Lancet [Lancet] 2, 
343-345, Aug. 16, 1958. 3 figs., 8 refs. 


The authors report from the Middlesex Hospital, 
London, that in 2 cases of inoperable carcinoma of 
the bronchus vagotomy produced complete relief of 
the pain of hypertrophic pulmonary osteoarthropathy, 
although the associated finger clubbing showed no 
change. The vagus was divided in one case immediately 
below the point at which the recurrent laryngeal nerve is 
given off, and in the other case immediately above the 
right hilum. Various theories of the mechanism of 
causation of hypertrophic pulmonary osteoarthropathy 
are discussed, the authors favouring that of Cudkowicz 
and Armstrong which postulates a pulmonary autonomic 
systemic vascular reflex leading to the opening up of 
arterio-venous anastomoses in the limbs. R. L. Hurt 
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353. Serum Enzymes in Disease. IV. Lactic Dehydro- 
genase and Glutamic Oxalacetic Transaminase Levels in 
Renal Disease 

M. West and H. J. ZIMMERMAN. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.| 52, 185-192, 
Aug., 1958. 5 figs., 20 refs. 


The authors report, from the Chicago Medical School 
(University of Illinois), Chicago, the serum levels of the 
enzymes lactic dehydrogenase (L.D.) and glutamic 
oxalacetic transaminase (G.O.T.) found in 71 patients 
with various types of renal disease. Although raised 
L.D. values were obtained in 43 of these patients, there 
appeared to be no direct relationship between this finding 
and the degree of azotaemia, anaemia, acidosis, pro- 
teinuria, or hypercholesterolaemia. A significant in- 
verse correlation was noted between L.D. activity and 
serum albumin levels. The factor or factors responsible 
for the increase in L.D. activity in these patients awaits 
elucidation. The serum level of G.O.T. was raised in 
6 out of 63 of these patients, but 4 of these also had 
hepatic disease which was adequate to account for the 
increase. 

In an experimental study on rabbits ureteric ligation 
failed to produce any constant rise in serum L.D. levels. 

M. Sandler 


354. The Examination of Separate Renal Tubular 
Function in Clinical Practice 

V. PrAt. British Journal of Urology [Brit. J. Urol.] 30, 
142-151, June, 1958. 1 fig., 20 refs. 


* At the Institute for Cardiovascular Research, Prague, 
the author has studied the tubular function of each kidney 
separately by passing ureteric catheters and estimating 
the degree of concentration of endogenous creatinine or 
of inulin by each organ. The concentrating power did 
not differ significantly between the two kidneys in 41 
patients with normal renal function or diseases such as 
glomerulonephritis or vascular nephrosclerosis which are 
known to affect both kidneys equally, but it did differ 
in all of 19 patients with chronic pyelonephritis and in 
20 with unilateral renal disease; in all but one of the 
latter group it was the affected kidney which concentrated 
less well. 

Ureteric catheterization causes a (probably reflex) 
temporary decrease in the tubular reabsorption of water 
in many persons, and was found to impair the renal 
concentrating power in 12 out of 43 of the author’s 
patients. He therefore recommends that any “ divided ” 
renal function studies be correlated with “‘ combined ” 
studies using urine obtained from the bladder. The 
finding regarding differences in renal tubular function in 
the two kidneys in chronic pyelonephritis and chronic 
glomerulonephritis in particular should render such 
studies of separate renal tubular function of practical 
value in diagnosis. . T. B. Begg 
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355. Some Observations on Urinary Colloids in Relation 
to Renal Calculi 

N. F. MACLAGAN and A. J. ANDERSON. British Journal 
of Urology [Brit. J. Urol.] 30, 269-279, Sept., 1958, 
2 figs., 30 refs. 


It has for some time been suspected that a relationship 
exists between the colloids occurring in urine and the 
formation of urinary calculi. At Westminster Hospital 
Medical School, London, a method for measuring the 
protective colloid efficiency (P.C.E.) of the urinary 
colloids has been investigated in 15 healthy subjects 
and 70 patients suffering from various diseases. To an 
adjusted sample of a 24-hour collection of urine borate 
buffer and calcium chloride were added, calcium phos- 
phate precipitated by the addition of phosphate buffer, 
and the mixture then centrifuged. The P.C.E. of the 
urinary colloids was taken as directly proportional to 
the amount of calcium phosphate remaining in suspension 
in the supernatant fluid. 

There was significant correlation of the P.C.E. with 
most colloid constituents estimated. The presence of 
proteinuria influenced the results by increasing the P.C.E. 
It is pointed out that this factor has not been taken into 
account in the past and may have been responsible for 
the variable results reported by other workers. In 
most diseases investigated, including 12 cases of renal 
calculi with proteinuria, the P.C.E. was above normal. 
In the absence of proteinuria the urine of 13 patients 
with calculi gave lower P.C.E. values than did that of 
49 subjects without calculi. Following the administra- 
tion of aspirin the hexuronide and sulphur constituents 
of the mucopolysaccharide complex showed the greatest 
rise. On withdrawal of aspirin these values returned 
to the normal level. It is concluded that the nature and 
amount of the urinary colloids are major factors in pro- 
tection from the formation of calculi, and that “ pro- 
teinuria, when present, exerts a dominating influence”. 

G. W. Csonka 


356. Titration of the Calcium-binding Capacity of Urine 
R. H. Leonarp and A. J. Butt. British Journal of 
Urology (Brit. J. Urol.| 30, 280-284, Sept., 1958. 1 fig., 
4 refs. 


In a study designed to elucidate further the changes in 
composition of the urine which favour the formation of 
calculi the calcium-binding capacity of the urine of over 
40 patients was serially determined by the addition of 
neutral calcium chloride and measurement of the con- 
sequent decrease in pH. The calcium-binding capacity 
was shown to be of the same order of magnitude as the 
calcium content and may be significant in preventing 
the formation of calcium-containing stones. Its 
measurement, it is suggested, may be helpful in assessing 
the effect of drugs used to increase the solubility of 
calcium. G. W. Csonka 
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Endocrinology 


357. Phaeochromocytoma, Diabetes, and Glycosuria 

P. FREEDMAN, R. MOULTON, M. L. ROSENHEIM, A. G. 
SPENCER, and D. A. WILLOUGHBY. Quarterly Journal of 
Medicine (Quart. J. Med.| 27, 307-321, July, 1958. 5 
figs., 27 refs. 


Attention is drawn to the association of glycosuria 
with phaeochromocytoma, and 4 cases of this tumour 
with diabetes seen at University College Hospital, Lon- 
don, are described. In 3 cases diabetes was diagnosed 


before the adrenal tumour was discovered and in one 


glycosuria was present when the patient was first seen. 
The history in these cases was at first rather obscure, but 


became clear later, when manifestations of anxiety,- 


abdominal pain, excessive sweating, and paroxysmal 
hypertension dominated the clinical picture. 

Of 1,110 patients attending the diabetic clinic at this 
hospital, 144 were selected on the basis of persistent 
hypertension or symptoms suggestive of phaeochromo- 
cytoma and the urinary concentration of pressor amines 
was determined. In 36 abnormally large amounts of 
pressor amines were excreted, the excess in 33 being 
mainly of adrenaline. Excretion of adrenaline was 
abnormally high in 26 out of 119 patients with hyper- 
tension and in 12 out of 25 with obscure symptoms. Of 
the hypertensive diabetic patients not taking insulin, 15°% 
showed an increased adrenaline output, whereas 40% of 
those taking insulin were excreting abnormal amounts of 
adrenaline. In 2 patients in the series the output of 
pressor amines was in the range usually found in cases 
of phaeochromocytoma. Unfortunately the clinical 
condition of these patients was such that further investiga- 
tion or surgical exploration was not possible. 

The authors conclude that phaeochromocytoma should 
be suspected in any diabetic patient with severe hyper- 
tension and in hypertensive diabetics with any unusual 
symptoms. A. Gordon Beckett 


358. Oophorectomy in Breast Cancer. An Attempt to 
Correlate Clinical Results with Oestrogen Production 

R. D. BuLBrook, F. C. GREENwoop, G. J. HADFIELD, 
and E. F. Scowen. British Medical Journal [Brit. 
med. J.) 2, 7-11, July 5, 1958. 7 figs., 23 refs. 


An attempt has been made in studies carried out at 
St. Bartholomew’s Hospital, London, to correlate the 
Clinical results of oophorectomy in patients with meta- 
Static breast cancer with the immediate and long-term 
fluctuations in the level of urinary oestrogen excretion. 
In one group of 24 patients who developed the breast 
cancer after oophorectomy the postoperative oestrogen 
levels in the urine were determined over the subsequent 
one to 60 months. These levels showed no correlation 
with the time after oophorectomy, and oestrogen secreted 
by the adrenal glands appeared to be always detectable. 

In the second group of 6 patients who had undergone 
oophorectomy for metastatic breast cancer during the 
menopause both pre- and postoperative urinary oestro- 


gen values were determined. Again there was no cor- 
relation between the oestrogen level in the urine and the 
time after operation. Whereas oophorectomy in pre- 
menopausal women removed a major source of oestrogen 
production, and thus usually a fall in urinary oestrogen 
level, in menopausal and post-menopausal women the 
operation gave variable responses, although generally 
both the clinical course of the tumour and the oestrogen 
levels remained unaltered. It is probable that tumour 
regression is not related to simple changes in oestrogen 
production, but to a much more complex hormonal 
change, and so when oophorectomy fails to arrest growth 
of the tumour adrenalectomy appears to be indicated. 
G. B. West 


359. Adrenalectomy in Breast Cancer. An Attempt to 
Correlate Clinical Results with Oestrogen Production 
R. D. BuULBROOK, F. C. GREENWooD, G. J. HADFIELD, 


-and E. F. Scowen. British Medical Journal (Brit. 


med. J.| 2, 12-15, July 5, 1958. 4 figs., 16 refs. 


In this further study reported from St. Bartholomew’s 
Hospital, London [see Abstract 358] the authors have 
attempted to correlate urinary oestrogen excretion with 
the clinical state after operation in 13 women with meta- 
static breast cancer who were treated by bilateral 
adrenalectomy. 

There was a significant fall in the mean postoperative 
level of urinary oestrogen, showing that the post- 
oophorectomy or post-menopausal production of oestro- 
gen is of adrenal origin in the human subject. Remission 
of the disease, however, did not always follow the reduc- 
tion or abolition of oestrogen excretion. It is concluded 
that determination of urinary oestrogen excretion in these 
patients after adrenalectomy is not a reliable guide to 
the clinical state of an individual patient, the disease 
sometimes progressing although no oestrogen could be 
detected in the urine, or on the other hand sometimes 
regressing although production of oestrogen continued. 

G. B. West 


360. Hypophysectomy in Breast Cancer. An Attempt 
to Correlate Clinical Results with Oestrogen Production 
R. D. BuLBrook, F. C. GreENwoop, G. J. HADFIELD, 
and E. F. ScoweNn. British Medical Journal (Brit. med. 
J.) 2, 15-18, July 5, 1958. 4 figs., 9 refs. 


In a third study by these authors [see Abstracts 358 
and 359] the urinary oestrogen excretion was estimated 
before and after hypophysectomy in 16 patients (15 
women and one man) with metastatic breast cancer. Of 
11 patients in whom regression of the tumour followed 
hypophysectomy, the majority showed absence of 
urinary oestrogen, which had in any case been initially 
at a low level, while in the 5 patients whom the operation 
failed to benefit there was little change in urinary oestro- 
gen output, which had tended to be high preoperatively. 
The authors conclude that the explanation of failure or 
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114 ENDOCRINOLOGY 


success of any endocrine ablation for breast cancer must 
be largely speculative until the functional capacity of the 
human hypophysis can be assessed with a reasonable 
degree of precision. G. B. West 


361. Endocrine Disturbances Resulting from Injury to 
the Diencephalon. HapyuieHHA MpH 
nopa)KeHHH o6nactu) 

N. I. Gra&Stenxov and G. A. Sevast’sJANovA. /7po- 
u Topmoxomepanuu [Probl. 


Endokr. Gormonoter.| 4, 37-48, No. 3, May-June, 1958. 
4 figs., 35 refs. 


An investigation of 38 patients (25 women and 13 
men) with injuries or disease of the diencephalon for 
evidence of endocrine disturbance showed that this was 
present in 30. In about one-half of these there was some 
history of previous deficiency of hormonal activity, such 
as menstrual disturbances, infantilism, or sexual pre- 
cocity, but in the others there was every reason to con- 
clude that the hormonal disturbance resulted from the 
lesion in the brain, whether this was due to trauma, 
toxic effects, or invasive disease. The endocrine symp- 
toms were generally polymorphous in type, and usually 
formed no definitely recognized syndrome; but in 6 
cases the ‘“‘symptom complex of Itsenko—Cushing was 
observed, without however any evidence of primary 
changes in the pituitary or adrenal glands or gonads, 
while the symptoms were less severe than in primary 
glandular Cushing’s syndrome. Among the features 
observed were inordinate appetite and thirst, emotional 
lability, profuse sweating, twitching of the corners of the 
mouth, subfebrile temperature, hypertension, osteo- 
porosis, impotence, insomnia and other disturbances of 
sleep rhythm, obesity, and the appearance of pigmented 
striae on the abdomen. 

In 13 out of 18 patients the urinary 17-ketosteroid 
‘excretion was raised above normal and in 11 out of 20 
the blood cholesterol level was raised. The basal meta- 
bolic rate was above normal in 8 cases and below normal 
in 4 out of 18 examined. A glucose tolerance test in 
17 cases showed that the hyperglycaemic quotient (that 
is, the ratio of maximum blood glucose level to fasting 
level) was raised in 11. Recordings of the electro- 
encephalogram revealed disordered rhythm in the occi- 
pital leads, while monopolar leads from the base showed 
slow waves (2 or 3 per minute) of medium amplitude, 
together with marked beta rhythm at 20 per minute. 
Attempts to establish conditioned reflexes in these 
patients. were unsuccessful in many cases. It is con- 
cluded that there is a close relationship between lesions 
of the diencephalon and disturbances of the endocrine 
system. L. Firman-Edwards 


362. Hormone Excretion in Precocious Puberty in Girls 
R. D. BuLBrook, F. C. GREENWoop, and A. H. SNAITH. 
Archives of Disease in Childhood [Arch. Dis. Childh.| 33, 
295-300, Aug., 1958. 1 fig., 29 refs. 


This paper from the Laboratories of the Imperial 
Cancer Research Fund and the Hospital for Sick Chil- 
dren, Great Ormond Street, London, reports an investi- 
gation of the excretion of urinary oestrogens, 17-keto- 


steroids, and gonadotrophins by 11 girls aged one year 
10 months to 10 years 10 months who were showing 
clinical signs of early or precocious puberty. A brief 
history is presented in each case and the results are com- 
pared with those in a control series of 15 normal girls 
aged 3 to 10 years. Earlier reports of these values have 
varied considerably. Moreover, the oestrogen output 
was previously assessed biologically, but the present 
authors used chemical methods of oestrogen assay, 
the various techniques employed being described. 
Vaginal smears were also examined in each case. 

The 17-ketosteroid excretion was at the upper limit of 
normal in all 11 cases. Gonadotrophins were absent, 
however, except in the 2 oldest girls with established 
menstrual cycles. In 9 of the cases there was measurable 
oestrogen output, in contrast to the control group, and 
in most instances the vaginal cytology corresponded with 
the oestrogen findings. Adult levels of oestrogen excre- 
tions were found in 2 girls aged 10 and 10 years 10 
months respectively who had regular menstrual cycles. 

The authors conclude that girls with precocious second- 
ary sex development have an oestrogen excretion slightly 
higher than normal but less than adult levels, unless 
regular menstrual cycles have been established. Hor- 
mone estimations are of value in distinguishing true pre- 
cocious puberty from pathological conditions of the 
gonads or adrenal glands. Nancy Gough 


THYROID GLAND 


363. Salicylates and Thyroid Function. I. Depression of 
Thyroid Function 

F. K. Austen, M. E. Rup, W. H. MERoney, and J. 
Woxrr. Journal of Clinical Investigation [J. clin. Invest.] 
37, 1131-1143, Aug., 1958. 5 figs., 47 refs. 


The effect of salicylate on thyroid function was 
studied at the Walter Reed Army Hospital, Washington, 
D.C., in 25 male patients, of whom 20 had rheumatoid 
arthritis and 5 were suffering from other disorders in- 
cluding myxoedema, gout, acne, and chronic otitis media 
(2 cases). In a long-term (“ chronic ”’) study 19 of the 
patients were given enteric-coated salicylate, the initial 
daily dose of 6 g. being gradually increased to 8-1 g. 
for 8 to 15 weeks. This dosage produced a mean serum 
salicylate level of 37 (range 22 to 47) mg. per 100 ml. 
The drug increased oxygen consumption by 33% with- 
out, however, producing any clinical signs of hyper- 
thyroidism. The stimulation of metabolism produced 
by the salicylate was greatest in the first 3 to 10 days, 
suggesting that tolerance ultimately develops. The 
serum protein-bound iodine level was reduced during 
the first week of salicylate administration by a mean 
figure of 30%. By the use of radioactive thyroxine it 
was shown that long-term salicylate therapy raised the 
fractional rate of disappearance of the hormone. If 
an “ acute” study, in which 6 patients took part for7 
to 10 days, the administration of salicylate in a dose of 
9-0 g. daily 7 days after the injection of radioactive 
thyroxine increased the fractional rate of disappearance 
of the thyroxine within 24 hours. It was also shown that 
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the salicylate did not compete for the binding sites of 
thyroxine, so that the increase in its fractional rate of 
disappearance could not be accounted for in this way. 
The uptake and clearance of radioactive iodine by the 
thyroid was depressed by long-term salicylate therapy, 
whereas the renal clearance of the iodine was unchanged. 
This effect could have contributed to the reduction in the 
serum protein-bound iodine level which was observed. 
The incubation of rat thyroid slices in serum from salicy- 
late-treated patients did not affect the incorporation or 
“ organification ’’ of radioactive iodine, suggesting that 
the depression of thyroid function caused by salicylates 
in man is not a direct action, but one mediated via the 
pituitary gland or higher centres. P. A. Nasmyth 


364. Salicylates and Thyroid Function, II. The Effect 
on the Thyroid—Pituitary Interrelation 

J. WoLFF and F. K. Austen. Journal of Clinical Investi- 
gation [J. clin. Invest.] 37, 1144-1152, Aug., 1958. 45 refs. 


In this further study [see Abstract 363] the authors 
‘showed that when 5 units of thyrotrophic hormone was 
given every 12 hours to 3 euthyroid patients for 3 days 
during long-term salicylate treatment the uptake of 
radioactive iodine by the thyroid gland was greatly 
increased and there was also a marked rise in the serum 
level of protein-bound iodine. Similar but less marked 
effects were observed in 2 patients who received only 
one dose of thyrotrophic hormone. It was further 
shown that 36 hours after beginning to take a daily dose 
of 7:2 g. of salicylate the release of radioactive iodine 
from the thyroid gland was slowed, but increased again 
when the salicylate was stopped. If thyrotrophic hor- 
mone was now given during the period of salicylate 
administration, the release of radioactive iodine from the 
thyroid was resumed at an increased rate. 

The authors conclude that these results suggest that 
salicylates reduce the amount of thyrotrophic hormone 
normally available to the thyroid. If this were so, then 
salicylates might be expected to inhibit goitre formation. 
In fact salicylates were shown partially to inhibit the 
usual increase in weight of the thyroid gland in rats 
receiving propylthiouracil, although the inhibition was 
In a study of the effect of various con- 
geners of salicylic acid on the release of radioactive iodine 
from the thyroid gland it was found that both gentisate 
and y resorcylate diminished such release, but it was not 
possible to make strict comparisons since comparable 
blood levels could not be obtained. =P. A. Nasmyth 


_ The Effect of Prednisolone on Hashimoto’s Thy- 
itis 

I. P. C. Murray. Scottish Medical Journal [Scot. med. 
J.] 3, 341-345, Aug., 1958. 2 figs., 9 refs. 


The finding of antibodies to human thyroglobulin in 
the serum of patients with Hashimoto’s thyroiditis and 
the known beneficial action of cortisone in other condi- 
tions in which there are circulating antibodies led the 
author, at the Western Infirmary, Glasgow, to observe 
the effect of prednisolone in 3 patients with Hashimoto’s 
thyroiditis. The patients were females aged 50, 37, and 
43 years respectively. Progress was assessed from the 


clinical state, the results of the precipitin test for circu- 
lating antibodies and the serum flocculation test, and the 
plasma protein level. Two of the patients were clinically 
hypothyroid and one was euthyroid. A positive reaction 
to the precipitin test in 2 cases and a raised erythrocyte 
sedimentation rate with an increase in the gamma- 
globulin level in one case established the diagnosis. 

In each case administration of prednisolone led to a 
shrinkage in the size of the goitre; in 2 cases the results 
of biochemical tests were almost normal and in one case 
the response to the precipitin test became negative. 
Cessation of treatment was followed by a rapid increase 
in the size of the gland and the biochemical findings again 
tended to be abnormal. When L-thyroxine was sub- 
stituted for prednisolone there was an improvement in 
the clinical state and in the biochemical values, although 
the initial response was slower. 

These findings lend support to the view of Crile (Ann. 
roy. Coll. Surg. Engl., 1954, 14, 158) that thyroid extract 
or thyroxine is the drug of choice in Hashimoto’s disease. 
The present author concludes that there is little indica- 
tion for administration of steroids, although the com- 
bination of prednisolone with thyroxine might be of 
value in the few cases where the enlarged thyroid causes 
symptoms and rapid shrinkage of the gland is desirable. 

John Lister 


366. Corticotrophin in Treatment of Hyperthyroidism 


H.-J. B. GALBRAITH and J. S. RicHARDSON. British 
Medical Journal (Brit. med. J.] 2, 671-673, Sept. 13, 1958. 
11 refs. 


Recent experimental work by Harris and Woods (Brit. 
med. J., 1956, 2, 737; Abstr. Wld Med., 1957, 21, 117) 
in which electrical stimulation of the tuber cinereum of 
rabbits rarely produced the expected increase in thyroid 
activity unless it was preceded by adrenalectomy sug- 
gested the possibility that the adrenal cortex may have 
an inhibitory action on thyroid function. The present 
authors have therefore investigated the effect of corti- 
cotrophin or prednisone on hyperthyroidism in 9 early 
untreated cases at St. Thomas’s Hospital, London. 

After a preliminary 10-day observation period, during 
which radioactive iodine studies were carried out and 
estimations of the basal metabolic rate, serum protein- 
bound iodine level, and urinary excretion of 17-keto- 
steroids and 17-ketogenic steroids made, 8 of the patients 
received a potent preparation of corticotrophin gel for 
2 to 5 weeks, the initial dosage of 40 units daily being 
reduced in some cases to 20 units daily after 7 to 12 days. 
The adequacy of adrenal cortical stimulation was con- 
firmed by demonstration of an increase in the excretion 
of 17-ketosteroids and 17-ketogenic steroids. The ninth 
patient was managed in the same way except that 40 
mg. of prednisone was given daily for 14 days in place 
of corticotrophin. At the end of the period of treatment 
the laboratory studies of thyroid function were repeated. 

In only one case was there significant improvement in 
the hyperthyroid state which was obvious both from 
clinical and laboratory findings, though in another there 
was some reduction in size of the goitre early in treatment; 
in a patient with thyrotoxic myopathy, although there 
was no amelioration of the thyrotoxic state, there was 
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some increase in muscle power without electromyo- 
graphic change. These results are somewhat at vari- 
ance with those of other authors, 10 out of a total of 23 
cases reported in the literature having been improved 
by corticotrophin treatment. However, many of these 
successful cases were reported singly and it is suggested 
that since none of the authors concerned has subsequently 
presented a larger series their early successes may not 
have been repeated. 

The conclusion is therefore reached that although 
there is considerable evidence that adrenal cortical under- 
activity is associated with hyperthyroidism, significan- 
improvement with corticotrophin therapy is not to be 
expected, except possibly in mild cases for which safer 
and more reliable methods of treatment are available. 
On the other hand the addition of corticotrophin to 
other therapeutic measures in patients whose preopera- 
tive management is difficult or who develop thyrotoxic 
crises is “* probably worth while ”’. B. M. Ansell 


367. The Influence of Fluorine Compounds on the Ab- 
sorption of Radioactive Iodine by the Thyroid Gland. 
PamhOaKTHBHOrO WHTOBHAHOH 

R. D. Gapovié and N. V. VERZIKOvsKAJA. J/7po6 


SxOoxpunonoeuu u Topmoxomepanuu [Probl. Endokr. 
Gormonotor.} 4, 49-54, No. 3, May-June, 1958. 26 refs. 


In certain industries, such as those concerned with the 
production of superphosphates or aluminium for 
example, the workers may be exposed to vapour and dust 
containing fluorine, while the drinking water in some 
regions may contain as much as 1-2% or more of fluorine. 
It has been suggested that fluorosis may be a factor in 
the development of endemic goitre by hindering the 
uptake of iodine by the thyroid gland. In experiments 
designed to throw further light on this problem 5 groups 
each of 6 rats were fed on a diet containing 10 or 11 yg. of 
iodine per 100 g. body weight for 6 months and then for 
2 months given water containing fluorine in concentra- 
tions of 0-1, 3, 6, 15, and 100 mg. respectively per litre. 
Thereafter 1 ml. of a solution of radioactive iodine 
(131]), equal to 1 yuc., was injected into each rat, and the 
uptake by the thyroid gland measured 2, 4, 8, 12, 16, 24, 
48, and 72 hours after the injection. There was con- 
siderable lowering of the rate of absorption of iodine in 
the fifth group, that is, the animals receiving water con- 
taining 100 mg. of fluorine per litre (equivalent to 7 mg. 
per kg. body weight). The fall was much less in the 
fourth group and negligible in the first 3 groups. The 
iodine content of the thyroid gland of rats in the fifth 
group was less than half that in the others and the weight 
of the gland was 50% greater. 

In a second series of 4 similar groups of rats the diet 
contained 6 to 8 g. of iodine per 100 g. body weight and 
fluorinated water was given during the whole period of 
9 months. The thyroid uptake of iodine was unaltered 
in the 3 groups given the lowest concentrations of fluorine, 
but definitely reduced in the fourth group, which received 
50 mg. of fluorine per litre of water. In some of the 
animals in the third group and in all in the fourth the 
thyroid gland was enlarged and showed large follicles 


containing deeply staining colloid. There is thus eyj- 
dence that ingestion of fluorine does retard absorp. 
tion of iodine by the thyroid gland, but that this occurs 
only when amounts exceeding 0-5 mg. per kg. body weight 
per 24 hours are ingested over a long period. The 
examination of 19 persons drinking water containing 
2 mg. of fluorine per litre or inhaling 6 to 7 mg. of 
fluorine per day in dust for a period of 3 months revealed 
no change in the thyroidal uptake of radioactive iodine 
or in the serum protein-bound iodine level in 12 cases, 
while in the remaining 7 the uptake of iodine was within 
the lower limit of normal. It is therefore concluded that 
exposure to this amount of fluorine does not promote in 
man the appearance of endemic goitre or affect the func- 
tion of the thyroid gland. L. Firman-Edwards 


DIABETES MELLITUS 


368. Insulin Antagonism in Plasma of Diabetic Patients 
and Normal Subjects 

J. VALLANCE-OWEN, E. DENNES, and P. N. CAMPBELL, 
Lancet [Lancet] 2, 336-338, Aug. 16, 1958. 10 refs. 


In this paper from the Postgraduate Medical School 
and the Middlesex Hospital Medical School, London, 
the authors describe a series of experiments in vitro 
devised to detect the site of insulin antagonism in normal 
and diabetic plasma, the rat diaphragm method being 
used to measure insulin antagonism. Heparinized 
plasma from fasting diabetics who had not received 
insulin for 15 hours was subjected to precipitation with 
18%% sodium sulphate, the y-globulin fraction being thus 
separated from the albumin fraction. No antagonistic 
activity could be found in the y-globulin fraction. 
However, albumin prepared from diabetic plasma by 
the trichloracetic-acid—ethanol method antagonized in- 
sulin, but albumin from normal plasma prepared in the 
same way did not. It was also shown that whole plasma 
from normal subjects antagonized insulin. 

It is concluded that insulin antagonism resides in the 
albumin fraction of plasma, and that normal plasma 
contains a substance, possibly insulin, which counter- 
acts this effect. : I. McLean Baird 


369. Vascular Disease in a Diabetic Clinic 
J. G. Lewis and C. Symons. Lancet [Lancet] 2, 985- 
988, Nov. 8, 1958. 3 figs., 24 refs. 


A total of 654 diabetics were investigated to determine 
the incidence of vascular disease and its relationship to 
age and duration of diabetes, obesity, hypertension, 
cholesterol levels, and electrocardiographic abnormality; 
90°% of the patients were over 40 years of age and 73% 
were female. 

In 42-5% there was clinical vascular disease; 59-5% 
had clinical vascular disease or electrocardiographic 
abnormalities; including hypertensive patients among 
those with vascular disease, only 179 (27%) had a 
normal” vascular system. The incidence of athero- 
sclerotic heart-disease was 19-3°% (angina pectoris 11-6% 
and myocardial infarction 7-8°%), of peripheral vascular 
disease 179%, of retinopathy 21:7°%%, of nephropathy 
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41%, and of hypertension 36% in men and 56% in 
women. The majority of patients with vascular disease 
had more than one complication. 

Clinical vascular disease was twice as common in 
hypertensives as in normotensives. Electrocardio- 
graphic abnormalities were twice as common in patients 
with clinical vascular disease as in those without. No 
relationship was found between clinical vascular disease 
and cholesterol level. Obesity was slightly more com- 
mon in patients with clinical vascular disease than in 
others. Atherosclerotic disease and specific diabetic 
angiopathy were common in patients over 40 years of 
age at their first attendance.—[Authors’ summary.] 


ADRENAL GLANDS 


370. Clinical Management of Idiopathic Hirsutism 
(Adrenal Virilism) 

W. H. Pervorr, B. J. CHANNICK, B. SUPLICK, and E. R. 
CARRINGTON. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 167, 2041-2047, Aug. 23, 1958. 
15 refs. 


In a previous paper from Temple University Medical 
Center, Philadelphia (Perloff et al., A.M.A. Arch. intern. 
Med., 1957, 100, 981) the authors reported that in a group 
of women with hirsutism the 24-hour urinary excretion 
of total 17-ketosteroids and of the C903 fraction (11- 
oxygenated metabolites, weakly androgenic) was gener- 
ally higher than in normal control subjects, but not con- 
sistently so, whereas the output of the C;902 fraction 
(1l-deoxy derivatives with strong androgenic properties) 
was always above normal. Treatment with prednisone 
in appropriate doses reduced the output of C902 
17-ketosteroids to normal or nearly normal levels and 
diminished or eliminated excess hair-growth. They now 
report the results of investigation and treatment in a 
further series of 45 cases of hirsutism. In 7 of these the 
diagnosis of Stein—Leventhal syndrome had been con- 
firmed surgically, and the same condition was suspected 
on clinical grounds in 14 of the-22 others in which hir- 
sutism was associated with menstrual irregularity and in 
2 of the 16 with regular menstruation. In a control 
group of 16 normal women the mean urinary output 
(estimated as androsterone) in 24 hours was 10-1 mg., 
that of the C;90;3 fraction 3-8 mg., and that of the 
Cj9O> fraction 3-9 mg. In the 7 women with surgically 
proved Stein—Leventhal syndrome the mean values were 
21-4, 5-7, and 12-7 mg. respectively, and much the same 
levels were found in all cases in which the hirsutism was 
marked. Lesser grades of hirsutism, however, were 
associated with a more moderate increase in these values. 

Prednisone was administered in an initial dose of 5 mg. 
twice daily, this being increased as necessary until the 
excretion of the C902 fraction fell to, or below, the 
normal level, Treatment was continued until hirsutism 
disappeared or maximum benefit was obtained. In the 
group of patients with proved Stein—Leventhal syndrome 
—young women with amenorrhoea, oligomenorrhoea, 
or menometrorrhagia, hirsutism, and enlarged ovaries— 
Prednisone in doses of 7:5 to 15 mg. daily for 147 to 


448 days reduced the excretion of total neutral 17-keto- 
steroids and of both fractions to normal. The hirsutism 
was diminished, the result being considered ‘‘ good ” by 
4 patients and “ fair’? by 3. Menstrual abnormalities 
improved promptly. These results are compared with 
those of treatment by wedge resection of the ovaries, 
which reduces the output of total neutral 17-ketosteroids 
and of the two fractions relatively little and does not 
affect the hirsutism. The authors conclude that adreno- 
cortical hyperfunction is the primary condition in this 
syndrome. They advise that once the diagnosis has 
been established prednisone treatment should be started 
early and continued for 6 to 12 months. Very similar 
results were obtained in the 22 patients with hirsutism 
and menstrual dysfunction. The excretion of the C;90> 
fraction, which was increased in 13 out of the 17 cases in 
which it was estimated before treatment (mean 8-9 mg. 
daily), was reduced by prednisone in doses of 7:5 to 15 
mg. daily for 19 to 219 days to below 6 mg. in 10 of 11 
patients, while both the hirsutism and menstrual abnor- 
malities were beneficially affected. A good response was 
also obtained in the 16 patients with normal menstrua- 
tion, whose hirsutism was generally less marked. Pred- 
nisone administered to normal subjects in daily doses of 
5 to 10 mg. may produce hirsutism of the Cushing type, 
with long, fine hairs on the side of the face; this did not 
develop in any of the cases in this series in which excre- 
tion of the C;9O> fraction was increased. 

The authors suggest that the name “ idiopathic hir- 
sutism ” be retained for cases of hirsutism of unknown 
aetiology, but that the term “ adrenal virilism ’” should 
be used for those proved to be of adrenal origin. 

Kenneth Stone 


371. The Urinary Excretion of 17-Hydroxysteroids in 
Children 

R. GARDNER and A. H. SNAITH. Archives of Disease in 
Childhood {Arch. Dis. Childh.| 33, 305-306, Aug., 1958. 
7 refs. 


In an investigation carried out at the Hospital for 
Sick Children, Great Ormond Street, London, the 
urinary 17-hydroxysteroid excretion of 94 normal chil- 
dren in the two age groups 0-2 years and 2-17 years was 
first determined by the method of Reddy (Metabolism, 
1954, 3, 489), which measures those corticosteroids having 
a 17:21-dihydroxy-20-keto side-chain. The mean excre- 
tion of children in the younger age group was 1-2+1-0 
mg. per 24 hours and that of the older children 3-1--2-0 
mg. per 24 hours. 

In 23 cases of obesity, 18 cases of dwarfism, and 10 
cases of precocious puberty in children there was no 
significant departure from the normal value for the appro- 


‘priate age group. In 3 cases of congenital adrenal 


hyperplasia the values were also normal, although com- 
parison with results obtained by paper chromatography 
suggested that different compounds were being excreted. 
In an ACTH test carried out on 6 cases of dwarfism the 
response was variable, but was comparable to that in 
2 normal children similarly tested. The authors conclude 
that urinary 17-hydroxycorticosteroid estimation in 
children is of limited value, except in cases of Addison’s 
disease and Cushing’s syndrome. Nancy Gough 
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372. The ‘* Periston ’’ Latex-fixation Test in the Diag- 
nosis of Rheumatic Diseases. (Der “ Periston-Latex- 
test’ zur Diagnose rheumatischer Erkrankungen) 

G. WIEDERMANN, F. EGGHARDT, and H. BRAUNSTEINER. 
Zeitschrift fiir Rheumaforschung [Z. Rheumaforsch.] 17, 
314-317, Aug., 1958. 12 refs. 


The authors describe a method of testing the euglo- 
bulin fraction of the serum protein for the presence of 
rheumatoid factor by the latex-fixation method of Singer 
and Plotz(Amer. J. Med., 1956, 21,888; Abstr. Wild Med., 
1957, 22, 50). In practice 1 ml. of serum is mixed with 
an equal part of 20°% saline, centrifuged, and the deposit 
dissolved in glycine buffer at pH 8-2, serial dilutions being 
used in the test in place of serum. Of 10 sera from estab- 
lished cases of rheumatoid arthritis which had given 
negative results with the standard technique, 8 gave 
positive results with the authors’ technique. Of 21 
control sera, 2 gave a positive result; both these sera 
came from patients with cirrhosis of the liver, a condition 
which has been found to give positive readings with other 
methods. 

[The euglobulin fraction has previously been success- 
fully employed in the Waaler—Rose test by Ziff et al. 
(Amer. J. Med., 1956, 20, 500; Abstr. Wid Med., 1956, 
20, 387), and Svartz and Schlossmann (Acta med. Scand., 
1954, 149, 83 and Nord. Med., 1954, 51, 668; Abstr. Wid 
Med., 1954, 16, 406) have used a fraction obtained by a 
cold precipitation method in the same test. The advan- 
tages of the present modification appear to be speed and 
simplicity.] G. Loewi 


373. Value of Uricosuric Agents and in Particular of 
G.28 315 in Gout 

G. D. Kersey, E. R. Cook, and D.C. J. Tovey. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.| 17, 326-333, 
Sept., 1958. 3 figs., 8 refs. 


The value of uricosuric agents, particularly derivatives 
of phenylbutazone, in the treatment of gout was studied 
at the Royal National Hospital for Rheumatic Diseases, 
Bath. Although phenylbutazone itself has a strong 
antiphlogistic action, its uricosuric effect is weak—that 
is, it does not accelerate excretion of uric acid. A sul- 
phoxy derivative, G.28 315, which is obtained by modify- 
ing the butyl side-chain of phenylbutazone and is 
excreted in the urine, was found to have a strong uri- 
cosuric action. It is rapidly absorbed and must be 
administered not less than 4 times daily to be effective. 
Following a control period of 7 days during which the 
serum uric acid level and the urinary excretion of uric 
acid were determined, a 7-day course of ‘ benemid” 
(probenecid), and a further control period of 7 days, 
15 patients (12 male and 3 female) received G.28 315 in 
a dosage of 100 mg. 4 times daily for 7 days and then 200 
mg. 4 times daily for a week. At the end of this period 
the patients were discharged on a dosage of 100 mg. 4 
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times daily and seen thereafter at intervals of one month. 
Since it has been found that colchicine does not influence 
excretion of uric acid all the patients were given 1 mg. 
of this drug daily throughout the period of the trial. 

In 13 patients given G.28 315 in a dosage of 400 mg. 
daily there was an increase in the daily excretion of uric 
acid from 551 to 880 mg. When the dosage was in- 
creased in 5 cases to 800 mg. daily the excretion rose to 
1,042 mg. daily. The average serum uric acid level fell 
from 7-8 to 4 mg. per 100 ml. Intermittent administra- 
tion of the drug for 3 days a week was not followed bya 
reduction in the serum uric acid level. In 5 cases the 
effect of 800 mg. of G.28 315 was significantly greater 
than that of 1 to 1-5 g. of probenecid. 

No toxic effects were observed over a treatment period 
of 3 to 8 months. An acute attack of gout occurred in 
9 of the patients during the first 6 weeks of treatment, 
but in all cases this responded quickly to 600 mg. of 
phenylbutazone daily, even when colchicine had failed. 
The authors found that aspirin reversed the effect of 
G.28 315 and caused a rise in the serum uric acid level. 
They consider that G.28 315, because of its uricosuric 
effect, may be of considerable value in the “ interval 
treatment ” of gout. William Hughes 
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374. Changes in the Laboratory Findings during the 
Course of Rheumatic Carditis Treated with Hormones. 
(Variations biologiques au cours des cardiopathies 
rhumatismales sous hormonothérapie) 

C. SaRRouy, L. SENDRA, R. CABANNES, F. GILLoT, A. 
Rarri, and J. P. Raoux. Archives frangaises de pédia- 
trie [Arch. franc. Pédiat.] 15, 736-753, 1958. 36 refs. 


At the Children’s Medical Clinic of the Faculty of 
Medicine, Algiers, various laboratory investigations 
were performed serially on 32 patients with rheumatic 
carditis, of whom 24 had active disease, 3 had chronic 
valvular disease with smouldering activity, and 5 had 
had rheumatic carditis in the past. In order to establish 
normal baseline values the same investigations were also 
performed on 20 healthy subjects, while 10 further 
patients suffering from a variety of diseases were also 
investigated in order to test the specificity of the pro- 
cedures employed; these were determination of the ery- 
throcyte sedimentation rate (E.S.R.) (Wintrobe), and of 
the serum fibrinogen, hexosamine, polysaccharide, and 
mucopolysaccharide levels, a test for the presence of 
C-reactive protein, and estimation of the antistrepto- 
lysin-O (A.S.O.) titre; the serum proteins and serum 
sugars were investigated by electrophoresis. The ovet- 
all object of the study was to discover whether it was 
possible to establish a battery of tests which would be 
specific for the diagnosis of doubtful cases, and which 
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could be used to assess the gravity of the illness at 
onset, to follow the course of the disease and guide 
management during treatment, and finally to help in 
determining the prognosis. The patients with rheu- 
matic carditis were all treated with prednisolone, starting 
with 30 mg. daily followed later by 10 mg. daily, and 
terminating with 3 injections of 75 mg. of ACTH on 
consecutive days. The minimum duration of hormone 


treatment was 45 days. 


Though the combined test results were suggestive of 
the diagnosis of rheumatic fever before treatment was 
begun, none was found to be specific, the results being 
virtually the same as those found in a variety of unrelated 
disorders—for example, leukaemia. In patients with 
acute rheumatic fever a normal E.S.R. was found in 
one case and a normal serum fibrinogen level in another; 
the total serum polysaccharide, mucopolysaccharide, 
and C-reactive protein levels were elevated in all cases, 
the serum hexosamine level in all but 4, while the A.S.O. 
titre was below the normal value of 200 in 3 cases. The 
electrophoretic pattern of the serum proteins was always 
abnormal, the albumin fraction being decreased and 
the «2-globulin and y-globulin fractions increased. The 
serum sugar pattern was often normal. The degrees of 
departure from normal of the various tests usually 
correlated with each other and with the clinical severity 
of the case, but not with the ultimate prognosis. 

During hormone treatment the E.S.R. fell rapidly in 
favourable cases and remained normal, provided the 
dose was sufficient, but in a few in which the clinical 
outcome was unfavourable the E.S.R. remained high. 
The variations in the serum fibrinogen level were incon- 
sistent and unreliable. The serum total polysaccharide, 
hexosamine, and C-reactive protein levels tended to 
follow the E.S.R., but the A.S.O. titre was not influenced 
by treatment. Changes in the serum protein fractions 
tended to revert towards normal. It is pointed out 
that after the conclusion of treatment the rebound phe- 
nomenon may occur, during which the various changes 
described above tend to follow the pattern set by the 
ES.R. It is finally concluded that none of these tests 


- except the E.S.R. is essential for following the progress 


of a case of acute rheumatic fever. 

[The number of estimations, the interval between 
them, and the actual values obtained are not given in the 
paper. ] John Lorber 


375. C-reactive Protein in Rheumatic Heart Disease 

R. D. EastHaM, P. SZEKELY, and K. Davison. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 17, 314- 
318, Sept., 1958. 1 fig., 26 refs. 


This paper from the General Hospital, Newcastle upon. 
Tyne, reports an evaluation of the C-reactive protein 
(C.R.P.) test as a measure of rheumatic activity in a series 
of 215 patients with various manifestations of rheumatic 
fever. The Schieffelin antiserum was used, and a total 
of 426 tests performed. The literature relating to similar 
investigations is reviewed and an extensive bibliography 
given. 

C.R.P. was present in every case with articular involve- 
ment in which the clinical findings indicated an active 


119 
rheumatic process, although always absent in cases of 
chorea without cardiac involvement. C.R.P. was pres- 
sent in 47 of 61 patients with chronic rheumatic heart 
disease that was judged to be progressive, and in 11 of 
134 cases in which the disease was considered to be | 
quiescent. In 7 of the former group the reaction sub- 
sequently became negative after signs of cardiac failure 
had disappeared, but in 7 others it persisted despite 
apparent clinical improvement. The authors’ observa- 
tions “‘ suggest that single C.R.P. determinations in 
chronic rheumatic heart disease in the absence of clinical 
evidence of rheumatic activity may be misleading, but 
that repeated tests interpreted in conjunction with the 
clinical progress may be helpful in the assessment and 
management of these cases”. A persistently positive 
result in such a case does not necessarily indicate active 
rheumatic carditis, but it is significant in that it is more 
often than not associated with progressive cardiac 
enlargement and clinical deterioration. Congestive 
heart failure per se is not considered likely to be respon- 
sible for the production of C.R.P. Instances are 
reported of thre absence of C.R.P. despite the demonstra- 
tion of Aschoff bodies by biopsy. 

In all the cases treated with prednisone disappearance 
of C.R.P. was noted within 3 weeks, probably as a 


‘result of the suppression of inflammation rather than of 


any primary effect on C.R.P. anabolism. In 4 cases 
C.R.P. reappeared after discontinuation of the steroid. 
Harry Coke 


376. Comparison of the Erythrocyte Sedimentation 
Rate, C-reactive- Protein, Serum Diphenylamine, and 
Tetrammonium Tests in Rheumatic Fever and Rheumatic 
Heart Disease 

R. D. Eastuam, P. SZEKELY, and K. Davison. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 17, 319- 
325, Sept., 1958. 3 figs., 28 refs. 


At the General Hospital, Newcastle upon Tyne, a 
series of 362 blood samples from 182 patients with and 
9 without present or past rheumatic fever or chorea 
were subjected to a group of four tests with a view to the 
evaluation of their correlation with the clinical assess- 
ment. The tests were: (1) erythrocyte sedimentation 
rate (E.S.R.) (Westergren); (2) serum tetrammonium 
turbidity reaction (Jacox); (3) serum diphenylamine 
reaction (using the reagent of Ayala, Moore, and Hess); 
and (4) the C-reactive protein (C.R.P.) test. The rheu- 
matic group consisted of 11 patients with active rheu- 
matic carditis, 50 cases of rheumatic heart disease with 
no evidence of present activity but with past or present 
cardiac failure, 114 cases of inactive rheumatic carditis 
with no past or present cardiac failure, and 7 cases of 
chorea. 

From a comparison of the results it is concluded that 
the E.S.R. and C.R.P. reaction are both sensitive indica- 
tors of rheumatic activity (though the former is more 
frequently abnormal in clinically inactive cases than the 
latter and is influenced to some extent by anaemia and 
polycythaemia), whereas the diphenylamine and tetram- 
monium turbidity tests are insufficiently sensitive for the 
purpose. The results of the turbidity tests showed no 
correlation with the E.S.R. and the C.R.P. reaction, and 
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were poorly correlated with each other. Serial examina- 
tions in 23 cases showed the general trend of all four 
reactions to be of the same nature. A general review of 
other investigations on similar lines is given. 

Harry Coke 


377. Prevention of Rheumatic Fever by Treatment of 
Streptococcal Infections. II. Factors Responsible for 
Failures 

F. J. CATANZARO, C. H. RAMMELKAMP, and R. CHAMO- 
vitz. New England Journal of Medicine [New Engl. J. 
Med.\ 259, 51-57, July 10, 1958. 12 refs. 


The relationship between clinical, bacteriological, and 
immunological factors and the development of rheu- 
matic fever was studied over a 5-year period at the Fran- 
cis E. Warren Air Force Base, Wyoming, in 5,198 patients 
with infection due to Group-A streptococci. All the 
patients were treated with sulphadiazine or an anti- 
biotic. 

Rheumatic fever developed in 76 of the patients, but 
27 were excluded from the investigation because either 
the latent interval was too long for the disease to be 
attributable to the same streptococcal infection or signs 
and symptoms of rheumatic fever developed during the 
first 72 hours of the streptococcal infection, making 
assessment of the efficacy of specific treatment uncertain. 
In the remaining 49 patients with latent periods of 4 to 
45 days the rheumatic fever was considered to be related 
to the preceding streptococcal infection. 

It was found that a previous attack of rheumatic fever 
or recent contact with streptococcal infection slightly 
increased susceptibility to rheumatic fever. Further, 
the continued presence of the infecting organism during 
the convalescent phase after treatment was a highly 
significant factor in the subsequent development of 
rheumatic fever, the organism being present in 62 of 
the 76 patients with rheumatic fever but in only 20% of 
the remainder of the population studied. 

The authors conclude that the most important factor 
in causation of rheumatic fever following streptococcal 
infection is failure to eradicate the organism by treatment. 
They also emphasize the need for effective antibiotic 
therapy (penicillin parenterally rather than by mouth) 
and for continuous prophylaxis in patients who have 
had rheumatic fever previously. They add that sul- 
phonamides should never be given: in treatment since 
they do not eliminate the streptococcus. 

Gerald Sandler 


378. The Differential Diagnosis of Rheumatic Fever 

K. A. HALLipre-Smitu and E. G. L. Bywaters. Archives 
of Disease in Childhood [Arch. Dis. Childh.] 33, 350-357, 
Aug., 1958. 23 refs. 


The differential diagnosis of rheumatic fever is dis- 
cussed on the basis of nine years’ experience (1947 to 
1956) at the Centre for Juvenile Rheumatism, Canadian 
Red Cross Memorial Hospital, Taplow, Bucks. Of 
2,214 patients admitted to the unit over this period, 959 
were discharged with a diagnosis of rheumatic fever, the 
criteria for diagnosis being those of Duckett Jones (J. 
Amer. med. Ass., 1944, 126, 481), with modifications. A 
sample consisting of one in 6 of these 959 patients 
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was analysed, and it was found that in 12 of these cases 
rheumatic fever was not diagnosed initially, the erro. 
neous diagnoses including pneumonia, meningitis, rubella, 
dysentery, subacute bacterial endocarditis, appendicitis, 
suppurative arthritis of the hip, Still’s disease, and fallen 
arches. A total of 196 patients were admitted to the 
hospital with a diagnosis of rheumatic fever which 
was not substantiated. The final diagnoses in this group 
were: functional disorders (8, including 3 with physio- 
logical tachycardia); traumatic and postural disorders 
(11); infections (91, including 55 with respiratory-tract 
infections, 16 with specific fevers, and 10 with bone or 
joint infection); connective-tissue disorders (42, includ- 
ing 24 with Still’s disease or rheumatoid arthritis and 8 
with Schénlein—Henoch purpura); rheumatic or con- 
genital heart disease (9, of whom 7 had established 
rheumatic heart disease although there was no evidence 
of active rheumatism); blood dyscrasia (2); and others, 
including arthritis of unexplained origin, arthralgia, and 
limb pain (33). 

The clinical features pointing to a diagnosis of rheu- 
matic fever are described, and the common erroneous 
interpretations of the history and of the presence of fever, 
tachycardia, and systolic murmurs are discussed. The 
authors emphasize the importance of recognizing even 
mild cases of rheumatic fever now that the efficacy of 
sulphonamide or penicillin in the prevention of the disease 
has beenestablished. They consider that fuller investiga- 
tion at an early stage, particularly estimation of the ery- 
throcyte sedimentation rate and a search for streptococcal 
infection, would be helpful in the less obvious cases. 

C. E. Quin 


379. Blood Culture Studies in Rheumatic Fever Patients 
G. J. Scuerr, C. J. MARIENFELD, and E. HACKETT. 


Journal of Infectious Diseases [J. infect. Dis.] 103, 45-51, 


July—Aug., 1958. 20 refs. 


The authors have returned to the attack on the prob- 
lem of isolating and identifying a possible causative agent 
in rheumatic fever, and in this communication from the 
University of Illinois, Chicago, they present the results 
of the culture of 509 blood samples taken from 285 
children aged 5 to 15 years, of whom 185 were in various 
stages of rheumatic fever and the remaining 100 served as 
controls. A full description is given of the precautions 
taken in obtaining the blood by venepuncture and of the 
culture medium, a brain-heart infusion containing 0-1% 
agar, using 5 ml. of blood to 45 ml. of freshly prepared 
medium. The flasks were cultured for periods up to 
35 days since growth at first is very slow, opened on the 


- appearance of turbidity or discoloration, and an inocu- 


lum usually passaged in a further broth culture before 
spreading on solid 5°%% blood agar. About 5 colonies 
were selected for further identification, which was based 
on morphological, biochemical, and physical character- 
istics, and for serological investigation with anti-A 
and anti-D antisera in a microprecipitin test. 
Organisms, which were found to be almost exclusively 
enterococci, were first isolated after 15 days in 43 out of 
50 cases, all except one after not more than 30 days’ 
incubation. Pure cultures were grown in each instance 
and all had the same cultural characteristics. Of 79 
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cultures from 36 patients in the acute stages of rheu- 
matic fever but not receiving antibiotics or sulphonamides 
41 (52°%) were positive (equivalent to 66% of the 
patients), while of those from 80 patients who were 
receiving antibiotics or sulphonamides- only 9 (11%) 
were positive (24% of the patients). Somewhat similar 
ool were found in convalescent patients and those with 
inactive disease, with a slightly higher proportion of isola- 
tions in those patients who were not receiving anti- 
bacterial treatment. Of the cultures from the 100 con- 
trol cases, 14°% of those from febrile subjects and only 
4°% of those from non-febrile subjects (mostly one culture 
per patient) were positive. 
Morphologically, the organisms isolated appeared pre- 
dominantly as Gram-positive diplococci showing some 
variation in size. In tests for haemolysis on horse-blood 


agar plates more colonies manifested 8 haemolysis than. 


y haemolysis, whereas on the human-blood plates this 
ratio was reversed; distinct a haemolysis was not ob- 
served. The biochemical characteristics of the organisms 
resembled for the most part those of enterococci. In the 
serological tests 34 out of 38 strains reacted with anti-D 
serum and 7 with anti-A. It would be reasonable 
to suggest that these enterococci enter the blood stream 
from the gastro-intestinal tract, but work in progress, 
using the tetrazolium reduction test for closer identifica- 
tion, has shown that the organisms isolated in this study 
differed markedly from bacteria of known faecal origin. 
The authors conclude: ‘ Although no claim is made 
regarding relationship to rheumatic fever, it is felt that 
the enterococci invading the blood stream are not inci- 
dental but may play a contributory role in the disease 
picture.” E. G. L. Bywaters 
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380. Rheumatoid Arthritis of the Cervical Spine in the 
Adult 

J. SHarP, D. W. Purser, and J. S. LAwreNnce. Annals 
of the Rheumatic Diseases [Ann. rheum. Dis.] 17, 303-313, 
Sept., 1958. 4 figs., 18 refs. 


The radiological changes in the cervical spine in 
theumatoid arthritis were studied at the Rheumatism 
Centre of the Manchester Royal Infirmary, the object 
being not only to define such changes, but also to deter- 
mine whether they occur as the sole manifestation of 
theumatoid disease—that is, without clinical or radio- 
logical signs of disease elsewhere. Lateral radiographs 
of the cervical spine were taken during routine radio- 
logical examination of 44 patients aged 55 to 64 years 
with rheumatoid arthritis, these being then compared 
with 43 radiographs of a random sample of a general 
Population of the same age. The radiographs of 
the patients with rheumatoid arthritis showed narrow- 
ing of the intervertebral disks (with little or no osteophyte 
formation), erosion of vertebral plates, and subluxation, 
the last named being the most characteristic sign of the 
disease. Erosion of apophyseal joints was more diffi- 
cultto detect. Using these criteria the authors found that 
6%of the males and 7% of the females aged 55 to 64 in 

K 


the general population sampled had radiological evidence 
of rheumatoid arthritis in the cervical spine. Of those 
with such evidence, the response to the sheep-cell agglu- 
tination test was positive in 17°% compared with 3% of 
those without. It was also found that radiological 
changes were three times more frequent in the hands and 
feet of subjects with radiological changes in the cervical 
spine than in those without. The correlation between 
the clinical diagnosis of rheumatoid arthritis and the 
radiological changes was poor. The authors consider 
that a cervical form of rheumatoid arthritis without 
involvement of peripheral joints may account for some of 
the false positive reactions to the sheep-cell agglutination 
test. William Hughes 


381. Synovial Fluid in Rheumatoid Arthritis. [Mono- 
graph, in English] 

P. MAKINEN. Annales medicinae experimentalis et bio- 
logiae Fenniae [Ann. Med. exp. Fenn.} 7, 1-70, 
1958. 9 figs., bibliography. 


382. Involvement of the Heart in Rheumatoid Arthritis 
(Uber die Herzmitbeteiligung bei der primar chronischen — 
Polyarthritis) 

J. PARTAN. Wiener Zeitschrift fiir innere Medizin und 
ihre Grenzgebiete [Wien. Z. inn. Med.] 39, 225-237, 
June [received Sept.], 1958. 7 figs., 28 refs. 


In this study, reported from the 2nd Medical Clinic of 
the University of Vienna, the author analyses the inci- 
dence of cardiac damage in 620 cases of rheumatoid 
arthritis, having excluded a further 80 cases in which it 
appeared likely that existing cardiac damage was due to 
other causes. The sex incidence was approximately 4 
females to one male, the patients’ average age was 50-3 
years, and the average duration of the illness 10-5 years. 
At the time of onset about one-third of the patients were 
under 40, one-third between 40 and 50, and one-third 
over 50 years of age. The evidence for cardiac damage 
was based on the electrocardiographic findings, which 
were definitely pathological in 246 cases and doubtful 
in 146, while a normal electrocardiogram was recorded 
in 228. A notable clinical finding was the virtual absence © 
of valvular lesions, the commonest abnormalities being 
myocardial damage (126 cases) and endocarditis (81 
cases), while in 42 cases there were various types of dis- 
turbance of conduction; infarction was diagnosed in 9 
cases. 

Numerous tables and figures illustrate the further 
analysis of the material according to various criteria. 
It is of interest that even in the younger age groups there 
was a high incidence of abnormal electrocardiograms, 
while in regard to the older age groups (50 to 60 and over) 
a control study among 100 patients with osteoarthritis 
showed a markedly lower incidence of abnormal electro- 
cardiograms than among those with rheumatoid arthritis. 
A shorter duration of the malady, at least up to 10 
years, was shown to have a slightly favourable effect on 
the incidence of cardiac abnormalities, whereas the sever- 
ity of the condition had the opposite effect, at least in 
the more disabling stages of the disease. The effect of 
prolonged corticosteroid therapy on the cardiac mani- 
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festations was difficult to assess in view of the small 
number of patients (19) thus treated and the relatively 
short p-riod of observation (6 to 18 months), but the 
author records his general impression that the prognosis 
was most favourable in cases treated with a combination 
of prednisone and ACTH (corticotrophin). 

, H. F. Reichenfeld 


383. The Treatment of Rheumatoid Arthritis with 
Chloroquine. (Die Resochinbehandlung der primar 
chronischen Polyarthritis) 

H. BRAUNSTEINER, F. EGGHART, J. PARTAN, and G. 
WIEDERMANN. Wiener Zeitschrift fiir innere Medizin und 
ihre Grenzgebiete [Wien. Z. inn. Med.| 39, 248-252, 
June [received Sept.], 1958. 36refs. — 


The authors report briefly the results obtained with 
chloroquine in the treatment of 103 cases of rheumatoid 
arthritis observed over a period of 2 to 6 months at the 
2nd University Medical Clinic, Vienna. The drug was 
initially administered in a daily dose of 0-5 g., but in the 
majority of cases this was reduced after 2 to 3 weeks to 
0-25 g. daily in view of the frequent occurrence of 
side-effects—giddiness and less often abdominal pain 
and vomiting, disturbance of accommodation, and in- 
somnia. These occurred in 66 cases (65°%) and were so 
severe in 7 that the treatment had to be discontinued. 

Some improvement was noted in 68% of cases, this 
effect usually appearing between the fourth and sixth 
weeks of treatment. One-third of these patients im- 
proved to such an extent that additional medication was 
only rarely necessary; the other two-thirds had to con- 
tinue with their previous medication of glucocorticoids 
and analgesics, but in reduced doses. There were no 
cases of complete remission. H. F. Reichenfeld 


_384. Contribution to the Study of the Mechanism of 
the Waaler—Rose Reaction. (Contribution a l’étude du 
mécanisme de la réaction de Waaler—Rose) 

R. A. MAyeDA, and J. YASUDA. Annales 
de I’ Institut Pasteur [Ann. Inst. Pasteur] 95, 30-40, July, 
1958. 2 figs., 29 refs. 


In the studies here reported from the University of 
Osaka, Japan, the authors found that the agglutination- 
activating factor (A.A.F.) present in the serum in rheu- 
matoid arthritis did not influence the agglutination of 
human A or B erythrocytes by the naturally occurring 
iso-agglutinins, but did enhance their agglutination by 
human anti-A or anti-B immune agglutinins (produced 
by immunization with A or B blood-group-specific poly- 
saccharides). The enhancement was especially marked 
when the immune serum was previously absorbed with 
the corresponding antigen to remove complete anti- 
bodies and leave incomplete antibodies. Rabbit anti- 
human globulin (Coombs serum) had the same action. 
In other tests A.A.F. and Coombs serum were found to 
enhance the agglutination of Group-O Rh-positive cells 
by incomplete anti-D antibody but not by complete 
anti-D. Heating the antiserum to 70° C. for 30 minutes 
destroyed the agglutinating power of the A and B iso- 
agglutinins and reduced that of A and B immune agglu- 
tinins. It did not reduce the enhancing effect of A.A.F. 


or of Coombs serum. The authors conclude that A.A.F, 
affects immune antibodies but not naturally occurring 
antibodies, and that the difference is due to the presence 
in immune antibodies of incomplete antibodies whose 
action it enhances. Allan St. J. Dixon 


385. Ocular Lesions in Ankylosing Spondylitis. (Spon- 
dylitis ankylopoietica und Auge) 

G. BLatz. Zeitschrift fiir Rheumaforschung [Z. Rheuma- 
forsch.| 17, 274-281, Aug., 1958. 6 figs., 47 refs. 


The ophthalmological findings in 694 patients under- 
oing spa treatment for rheumatic disorders at the 

eumatic Clinic, Bad Elster, Germany, are analysed. 
Ankylosing spondylitis had been diagnosed in 121 of 
these patients. [The criteria for this diagnosis are not 
stated]. Errors of refraction and opacities of the lens 
were rather less common in the spondylitic than the 
other patients, but evidence of iritis was much more 
frequent, being present in 26 cases (21-5°%) compared 
with 0-5 to 4% in the other diagnostic groups. Of the 
patients with spondylitis, 2 had acute iritis at the time of 
examination, 12 had posterior synechiae, and in 12 the 
iritis had subsided without sequelae. Evidence of irido- 
cyclitis was found in 3 cases and atrophy of the iris in 2. 
The iritis had developed in some cases before and in 
others after the diagnosis of spondylitis had been made. 
No constant relationship between the severity of the 
arthritis and of the iritis was discovered. It is stated 
that no unusual incidence of intestinal-tract infections 
or raised antistreptolysin titres was found in the patients 
with iritis. Only in 10° of cases was there appreciable 
loss of vision as a late sequel. G. Loewi 


COLLAGEN DISEASES 


386. Collagen Diseases of the Upper Respiratory Tract 
M. ARSLAN. Annals of Otology, Rhinology and Laryn- 
gology [Ann. Otol. (St. Louis)| 67, 279-291, June [received 
Sept.], 1958. 6 figs., 14 refs. 


Research by the author and his colleagues at the 
Clinic of Otorhinolaryngology of the University of 
Padua has shown that certain primary conditions of the 
upper respiratory tract of hitherto unknown aetiology 
present clinical and pathological features identical with, 
or similar to, those of the systemic collagen diseases. 
Moreover, in many cases there are associated generalized 
connective-tissue changes, without clinical manifestations, 
in other parts of the body. 

The chief condition of this type is the granuloma gan- 
graenescens or malignant granuloma of the nose, in which 
there appear in the arteries changes resembling those of 
polyarteritis nodosa or of Buerger’s disease. In all the 
cases studied biopsy of muscle and subcutaneous tissue 
from the limbs showed characteristic changes in the 
muscle fibres and arterioles, even though there were no 
extranasal symptoms. Other diseases in which local 
changes have consistently been found to be associated 
with generalized lesions suggestive of collagen diseas 
are the Gougerot-Sjégren syndrome and collagenosis of 
the auricle and nasal cartilages. The histological appeat- 
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ances in amyloidosis of the larynx suggest its inclusion 
in the same group, although no generalized changes have 
been demonstrated. On the other hand muscle biopsy 
has given positive results in cases of ozaena and allergié 
ethmoidal polyposis, although the histology of the local 
lesions is not characteristic of collagen disease. 

External carotid arteriography is suggested as an aid 
to the diagnosis of granuloma gangraenescens, the arterio- 
gram showing a reduction in the lumen of the vessels 
supplying the affected area. Two patients with this 
disease have been subjected to cervical sympathectomy, 
with complete recovery lasting for many years. 


William McKenzie 
387. Evaluation of the p-Toluenesulfonic Acid Test for 
Systemic Lupus Erythematosus. [In English] 


C. EKELUND. Acta rheumatologica Scandinavica [Acta 
rheum. scand.| 4, 172-177, 1958. 1 ref. 


The author, from the Hospital for Rheumatic Diseases, 
Spenshult, Sweden, reports an investigation of the value 
of a simple protein flocculation test originally described 
by Jones and Thompson (J. Amer. med. Ass., 1958, 166, 
1424; Abstr. Wild Med., 1958, 24, 214) in the diagnosis 
of systemic lupus erythematosus, the test reagent being 
a 12% solution of p-toluenesulphonic acid in glacial 
acetic acid. The test was carried out with solutions con- 
taining various concentrations of the different serum pro- 
tein electrophoretic fractions. A positive result was 
obtained only with solutions of gamma globulin of 1% 
or stronger. 

Positive results were obtained with sera from 7 out of 
10 patients with joint symptoms typical of rheumatoid 
arthritis and giving a positive response to the L.E.-cell 
test, 57 out of 165 patients with rheumatoid arthritis 
{and presumably a negative reaction to the L.E.-cell 
test], and 2 patients with myelomatosis and cirrhosis 
respectively. Of the 57 positive reactions in patients 
with rheumatoid arthritis, 35 were only weakly positive. 
The results of the test were negative with sera from 19 
patients with various other diseases and from 30 healthy 
subjects. In all specimens of serum giving a positive 
reaction to the flocculation test the gamma-globulin 
level was raised, but in specimens which were negative 
to the flocculation test the gamma-globulin level was 
equally raised. The author concludes that this test does 
not differentiate lupus erythematosus from rheumatoid 
arthritis. M. Wilkinson 


388. Systemic Lupus Erythematosus Simulating Acute 
Surgical Condition of the Abdomen 

V. E. Pottax, W. J. Grove, R. M. Kark, R. C. 
Muenrcke, C. L. Prrant, and I. E. Steck. New Eng- 


_ land Journal of Medicine [New Engl. J. Med.] 259, 258- 


266, Aug., 7, 1958. 6 figs., 19 refs. 


Since systemic lupus erythematosus (L.E.) affects small 
blood vessels throughout the body any or all of the 
organs may be involved. In this paper from the Uni- 
versity of Illinois College of Medicine, Chicago, the 
authors describe 14 cases in which the abdominal symp- 
toms predominated to such an extent as to suggest an 
“acute surgical condition of the abdomen”. In 10 
there was clinical evidence of local or generalized sero- 
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sitis, and in 5 necropsy or operation revealed involve-- 
ment of the small arteries in the subserosa and submu- 
cosa. If the wall of the appendix or gall-bladder is 
involved the clinical picture is identical with that seen in 
patients without L.E. Pancreatitis was present in 4 
patients and of these 3 died. In another case lesions of 
systemic L.E. were associated with those of polyarteritis 
nodosa—an association which has previously been 
reported. There is a tendency for the abdominal signs 
and symptoms to recur. The diagnosis may be difficult, 
but the presence of lesions in other organs, together with 
leucopenia or an abnormal urinary sediment, helps 
in differentiation. The intravenous administration of 
steroids usually results in improvement within 24 to 
48 hours. D. Preiskel 


389. Disseminated Lupus Erythematosus, Scleroderma, 
and Dermatomyositis as Manifestations of Sensitization 
to DNA-Protein. I. An Immunohistochemical Approach 
W. A. BARDAwIL, B. L. Toy, N. GALins, and T. B. 
BAyYLes. American Journal of Pathology [Amer. J. 
Path.) 34, 607-629, July—Aug., 1958. Bibliography. 


The authors, working at Harvard Medical School and 
St. Margaret’s and the Robert Breck Brigham Hospitals, 
Boston, have used the fluorescent antibody method in 
studying sera obtained from cases of disseminated lupus 
erythematosus (6), scleroderma (6), dermatomyositis (2), 
theumatoid arthritis (8), acrosclerosis (1), temporal arter- 
itis (2), and miscellaneous conditions such as glomerulo- 
nephritis, penicillin reaction, hydatid mole, eclampsia, 
and normal pregnancy. L.E. cells had been found in 
the 5 active cases of lupus and in 4 of the cases of rheuma- 
toid arthritis. The serum globulin fractions were con- 
jugated to fluorescein isocyanate and sections of normal 
human or rabbit tissues treated with the conjugates. 

Tissue nuclei were found to stain with y-globulin con- 
jugates from the active cases of lupus, scleroderma, and 
dermatomyositis, from 5 of the cases of rheymatoid 
arthritis, and the case of acrosclerosis. No staining 
occurred with conjugates from the other sera, with the 
sole exception of nuclear staining of rabbit myocardium 
with serum from a case of temporal arteritis. Staining 
could be prevented by treating the sections with deoxyribo- 
nuclease, but not by treatment with ribonuclease. The 
material responsible for staining was therefore presumed 
to be deoxyribonucleoprotein. Staining with conjugated 
serum was inhibited by previous treatment of the sections 
with unconjugated serum from the same source. Cross- 
inhibitions were observed between certain of the active 
sera, but were complex and are not analysed in detail. . 

The authors conclude that in disseminated lupus 
erythematosus, scleroderma, and dermatomyositis the 
serum contains one abnormal y-globulin factor, probably 
an antibody, which combines with intranuclear deoxy- 
ribonucleoprotein. They suggest that these diseases, 


and perhaps rheumatoid arthritis, may be due to sen- 
sitization to intrinsic or extrinsic nucleoprotein. 
[Substantially the same findings in disseminated lupus 
erythematosus were reported by Holborow et al. (Brit. 
med. J., 1957, 2, 732; Abstr. Wld Med., 1958, 23, 75).] 
M. C. Berenbaum 
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Physical Medicine 


390. Physiotherapy for Bell’s Palsy 
J. MosrortH and D. TAVERNER. British Medical Journal 
[Brit. med. J.] 2, 675-677, Sept. 13, 1958. 11 refs. 


At the General Infirmary at Leeds 83 cases of Bell’s 
palsy were divided for treatment purposes into two groups 
by random selection; both groups were taught simple 
facial massage, while one received daily “* galvanism ” 
in addition. The galvanism consisted in an interrupted 
100-millisecond pulse from a Ritchie—Sneath stimulator 
applied to each of 11 (named) facial muscles, giving a 
total of 90 contractions per muscle. This treatment was 
given daily until recovery began and then three times 
weekly until recovery was virtually complete. For 
analysis the groups were divided into those with or with- 
out denervation, which was judged by the finding of 
fibrillation on electromyography, abnormalities of 
strength—duration curves, and subsequent muscle abnor- 
malities during recovery. Patients with no denervation 
were assumed to have a conduction block. 

It was found that patients with conduction block 
showed clinical signs of recovery in a mean time of 10 or 
11 days and full recovery in approximately 40 days; the 
result was not influenced by electrotherapy. In 20 
patients with denervation and 13 controls early signs of 
recovery appeared at 53 (range 10 to 104) days in the 
former and at 66 (range 14 to 90) days in the controls; 
in this group, however, recovery was never complete, 
3 (15°%%) of the 20 treated patients showing less than 
25% recovery and 6 (30%) more than 75% recovery, 
11 (55%) being intermediate. Of the controls, 3 (23%) 
had under 25% recovery and 4 (30°) over 75% recovery, 
6 (46°) being intermediate. Contractures appeared in 
11 (26%) of those treated and in 8 (20%) of the controls. 
It is stressed that these results show no significant differ- 
ence, and that the patients’ morale was equally good 
whether treated with galvanism or not, provided a firm 
prognosis and explanation were given. 

J. B. Millard 


391. Ultrasound in the Treatment of Intervertebral Disc 
Ss 

J. H. Avpes and S. Grasin. American Journal of 
Physical Medicine [Amer. J. phys. Med.| 37, 199-202, 
Aug., 1958. 3 figs., 12 refs. 


The authors claim that, at the Cedars of Lebanon 
Hospital, Los Angeles, they have found ultrasonic radia- 
tion to be more effective than more conventional physio- 
therapy in the treatment of the prolapsed intervertebral 
disk syndrome. They suggest this is due to the produc- 
tion by ultrasound of “‘ powerful micromassage increas- 
ing the active blood and lymph supply, influencing the 
sympathetic and parasympathetic nervous system, de- 
creasing edema, loosening tissue, lessening hypertonicity 
and producing a local anesthesia”. Their patients are 
treated 12 times, on alternate days. Some are also given 


a lumbosacral belt. After ultrasonic radiation the 
patients are instructed in therapeutic exercises to 
strengthen the muscles. It is stated that 180 (86°) of 
209 patients treated with ultrasound obtained total 
relief, whereas of a similar group of 148 patients treated 


by short-wave diathermy, only 52°% obtained total relief. — 


[The authors of this paper are obviously enthusiastic 
advocates of ultrasonic therapy. Their conclusions will 
not be accepted without reserve and criticism by many 
who are experienced in this form of treatment.] 

W. Tegner 


392. Ultrasonics in Traumatic Conditions 
C. BuSTAMANTE Ruiz. American Journal of Physical 
Medicine (Amer. J. phys. Med.| 37, 203-205, Aug., 1958. 


The author claims that the introduction of ultrasonic 
radiation in the treatment of traumatic lesions, mostly 
of athletic origin, at the Hospital Obrero, Lima, Peru, 
has led to an over-all improvement in the results and a 
remarkable shortening of the interval between injury 
and recovery. Complete cure was obtained in 268 (74%) 
of 358 cases. He concludes that ultrasound is a valuable 
adjunct to conventional methods of treatment of such 
traumatic lesions. 

[The diagnosis of fibrositis or myositis in nearly one- 
third of the cases referred to will detract from the value 
of this paper in countries such as Great Britain where 
these terms have lost medical significance.] 

W. Tegner 


393. Effects of Ultrasound Alone and Combined with 
Hydrocortisone Injections by Needle or Hypospray 

M. K. NEwMaAN, M. KILL and G. FRAMPTON. American 
Journal of Physical Medicine [Amer. J. phys. Med.}\'37, 
206-209, Aug., 1958. 10 refs. 


The authors recall the clinical picture of what they 
term “ bursitis of the shoulder”? and review the very 
many forms of treatment that have been advocated for 
this condition. They then describe the results obtained 
at Detroit Memorial and Sinai Hospitals, Detroit, in the 
treatment of 225 patients suffering from acute or chronic 
bursitis of the shoulder, some of the latter with calcifica- 
tion. The patients were divided into three treatment 
groups: (1) 150 treated with ultrasonic radiation alone; 
(2) 75 treated with ultrasound and hydrocortisone in- 
jected into the bursa through a needle; and (3) 50 
treated with ultrasound and hydrocortisone injected by 
hypospray ”. Improvement was obtained in 82% of 
Group 1, 80 to 82% of Group 2, and 88% of Group 3. 
They conclude that “ bursae should respond well to the 
use of ultrasound and hydrocortisone when the drug is 
introduced by the hypospray technique ”’. 

[The conclusions reached by these authors must be 
treated with reserve in the absence of any statistical 
analysis of their results.] : W. Tegner 


124 


y 


COD 


( 
I 
— 
4 1 
| 
7, 
3 
i. 


<Earak 


3! 


ae 


“Bg 


Neurology and Neurosurgery 


394. Some Aspects of Referred Pain 
C. W. M. Wairty and R. G. Lancet [Lancet] 
2, 226-231, Aug. 2, 1958. 6 figs., 16 refs. 


The authors, writing from the United Oxford Hospitals, 
describe in detail the distribution of the referred pain 
induced by the injection of hypertonic saline into the 
interspinous ligaments in the midline of the back at 
various levels in a healthy subject and of the referred 
hypoalgesia induced by similar injections of procaine. 
They then describe the modification of these phenomena 
observed in 2 patients with lesions of the spinal cord and 
the effects of injection of the interspinous ligaments on 
referred pain and hyperalgesia in a patient with a post- 
herpetic syndrome. 

[This paper deserves to be read in the original.] 

L. Michaelis 


DIAGNOSTIC METHODS 


395. Studies on the ‘* Cerebral Pacemaker ”’ 
R. B. Amrp and B. Garoutte. Neurology [Neurology 
(Minneap.)] 8, 581-589, Aug., 1958. 4 figs., 40 refs. 


The synchrony of electrical activity in the two 
halves of the brain has suggested to several workers the 
concept of a “‘ cerebral pacemaker ”’, but little work has 


been done to elucidate its nature, location, or mode of 
action. From the University of California Medical 
Center, San Francisco, the present authors report the 
results of investigations into the time relationships be- 


tween electroencephalographic (EEG) rhythmic activity © 


recorded simultaneously from homologous areas in the 
two cerebral hemispheres. The study was carried out on 
(1) 20 subjects whose EEGs showed long runs of clear- 
cut symmetrical slow wave activity (3 to 6 c.p.s.), the 
relative lag of each wave behind that of its counterpart 
from the opposite hemisphere being measured with an 
accuracy of +10 milliseconds and the differences in syn- 
chrony in runs of 20.or more waves plotted; (2) 8 sub- 
jects whose EEG tracings showed widespread normal 
alpha waves with smooth contours; and (3) 3 subjects 
of whom 2 had the pneumoencephalographic features 
characteristic of agenesis of the corpus callosum and 
showed runs of 18-c.p.s. activity in the occipital region, 
while the third, a mentally defective 8-month-old infant, 
showed constant abnormal fast activity at 20 c.p.s. In 
these last 3 cases the time relationships of homologous 
activity in the two hemispheres were studied by double- 


beam oscilloscopic photography, giving an accuracy of. 


+1 millisecond. 

The results in the subjects in Group 1 revealed that 
homologous pairs of slow waves showed the same 
pseudo-rhythmic variation around the point of perfect 
synchrony as the authors had previously found both 
with spiking activity and normal alpha and beta activity. 


From the results in Group 2 the further information was 
obtained that this variation in hemisphere synchrony 
always has the same “ sign ” (that is, the right side antici- 
pates the left to give an upward deflection) in all homolo- 
gous areas observed simultaneously. From the results 
in the 2 patients with agenesis of the corpus callosum, in . 
whom the same pseudo-rhythmic variation in synchrony 


.was seen, it is concluded that the corpus callosum is not 


an essential structure in the maintenance of synchrony 
between the two hemispheres; while from the results in 
the -infant it is concluded that the pacemaker matures 
at “a relatively early stage”. 

The authors interpret these results in terms of the 
influence of a cerebral pacemaker, most probably located 
in the reticular substance of the upper brain-stem and 
functioning ‘‘ via a relay through the non-specific diffuse 
projection nuclei of the thalamus”. Modification of 
the function of the pacemaker by a unilateral focal 
cerebral lesion was observed in a patient who was sub- 
jected to operation, and suggests to the authors that 
focal asynchrony (due to severing of the connexions 
between the overlying cortex and the pacemaker) may 
be as useful a criterion of a focal cortical lesion as is 
phase reversal. J. B. Stanton 


396. The Use of Electromyography in the Differential 
Diagnosis of Lumbar Herniated Disks 

A. A. Marinacct. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc.] 23, 65-71, 
June, 1958. 7 refs. 


The author presents a survey based on the electromyo- 
graphic examination of 507 patients who had counterfeit 
lesions simulating the lumbar nerve root compression 
produced by prolapsed intervertebral disk. They were 
examined at the Hospital of the Good Samaritan and 
Los Angeles General Hospital, Los Angeles, either as 
candidates for spinal operation or, in 86 cases, after 
actually undergoing laminectomy, in the latter case 
because the results of operation had been unsatisfactory 
in that either the symptoms were unrelieved or worse 
than before or a monoplegia or paraplegia of the lower 
limbs had developed postoperatively. 

Of these cases acute infectious neuronitis or poly- 
neuritis and the involvement of individual peripheral 
nerves of the lower extremities formed the largest group 
(436 out of 507), the remainder consisting of 20 cases of 
lower motor neurone disease, 20 of myotonia, 17 of 
disuse atrophy, 7 of disorders of the lumbo-sacral plexus, 
4 of muscular dystrophy, and 3 of sacral-plexus lesions. 
The author divides such cases into four main categories: 
(1) acute infectious disease, (2) mononeuropathy, (3) 
degenerative disease, and (4) atrophy of disuse. He 
describes the clinical findings in each, and discusses 
the use of electromyography in the differential diag- 
nosis of these various conditions. This differentiation 
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largely depends upon the fact that those conditions 
which simulate compression of a lumbar nerve root by 
a herniated disk generally produce their own distribution 
of denervation activity, although clinically they often 
present a typical picture of the root-compression 
syndrome. Kenneth Tyler 


CONGENITAL DISEASES 


397. Congenital Malformations of the Central Nervous 
System in Scotland 

J. H. Epwarps. British Journal of Preventive and Social 
Medicine (Brit. J. prev. soc. Med.] 12, 115-130, July, 1958. 
10 figs., 15 refs. 


In 1956 neonatal mortality from congenital malforma- 
tions in England and Wales was still 91°% of what it was 
a quarter of a century ago. In Scotland (but not in 
England and Wales) since 1939 each notification of still- 
birth has had to include a statement of the probable 
cause, and from the returns of the Registrar-General for 
Scotland, Record and McKeown (Brit. J. soc. Med., 1949, 
3, 183) showed that congenital malformations accounted 
for 9% of infant deaths and 16% of stillbirths in that 
country during the period 1939-45. The same authors, 
using data from the City of Birmingham Maternity and 
Child Welfare Departments and adopting locality of 
domicile, rent of house, and legitimacy of birth as 
indices of social status, were unable to demonstrate any 
social class gradient in the incidence of congenital mal- 
formations of the central nervous system. 

Since 1950 data on social class in cases of stillbirth 
have been available for Scotland, and the present report 
is based on these and other data for the years 1950-56. 
Crude stillbirth rates for the three principal malforma- 


tions of the central nervous system (anencephalus, spina | 


bifida, and hydrocephalus) in the five social classes 
showed a steep gradient from 2-1 per 1,000 total births 
in Social Class I to 5-5 per 1,000 in Social Class V. 
{In 1956 the gradient for all types of congenital malforma- 
tion was from 2:1 per 1,000 total births in Social Class I 
to 6-2 per 1,000 in Social Class V. Deaths from con- 
genital malformations of the nervous system accounted 
for 85° of a total of 472.] Unfortunately, the tabulation 
of the data in the national statistics is not sufficiently 
detailed to permit comparison of rates for the different 
social classes when standardized for parity and maternal 
age, so that it is not possible to determine how much 
of the social class gradient is due to these factors. It is 
shown, however, that all three types of malformation 
were more common in first than in second births, and 
there was some evidence that in anencephalus this 
increased risk “* may be in part due to a distinct condition, 
with a lower sex-ratio, to which spring and summer 
conceptions of primiparae are peculiarly but erratically 
predisposed ”’. 

The maternal age groups in which the risk of these 
conditions appeared to be at a minimum were 25 to 29 
years for anencephalus, 20 to 24 years for hydrocephalus, 
and under 20 years for spina bifida. At subsequent 
ages the risk increased, but it is possible that this merely 


reflects an association with parity. In the absence of a 
tabulation of stillbirths by both these factors in the 
national statistics no definite conclusion can be drawn. 
There was some evidence that in illegitimate pregnancies 
resulting in stillbirths anencephalus is relatively infre- 
quent. Examination of the regional variation in the 
rate of stillbirth due to these causes showed that areas with 
a high incidence of one of the three conditions tended 
to have a similarly high incidence of both of the others. 
The rates for spina bifida were considerably higher in 
urban than in rural areas, but there was no such excess 
incidence of the other two malformations in the towns. 
The incidence of anencephalus in the winter months 
was about 30°%% higher than in the summer, whereas no 
seasonal trend could be demonstrated for the other two 
types. 

The author speculates on the possible importance of 
such environmental factors as infection, malnutrition, 
chemical poisons, alcohol, tobacco, preservatives, dyes, 
foodstuff improvers, hormones, mechanical trauma, 
radiation trauma, and foetal anoxia in determining 
secular variations in the rate of stillbirth due to nervous 
malformations. With reference to improvers in food- 
stuffs, the intriguing suggestion is put forward that “ an 
aversion to foods processed on an industrial scale and a 
relative conservatism towards some modern farming 
techniques are possible reasons for the reiatively low 
incidence of anencephalus on the European continent 
compared with that in such relatively well-fed regions as 
Great Britain and Rhode Island ”’. 

[The author’s reputation is sufficiently high to guaran- 
tee the statistical validity of his conclusions. But he has 
adopted such a condensed style of writing that at several 
points the abstracter at least was unable to follow the 
chain of the argument.] E. Lewis-Faning 


CEREBROVASCULAR DISORDERS 


398. Aneurysms of the Middle Cerebral Artery. A Report 
on 52 Cases. [In English] 

G. AF BJORKESTEN and H. Troupp. Acta chirurgica 
Scandinavica [Acta chir. scand.| 115, 153-159, June 30, 
1958. 2 figs., 15 refs. 


In recent years there has been increasing interest in the 
treatment of intracranial aneurysms by direct attack. 
The approach to aneurysms of the middle cerebral 
artery through a temporal craniotomy is comparatively 
easy, but these aneurysms are often entangled within 
the branches of the middle cerebral artery, and even if the 
neck of the aneurysm is accessible, damage to the main 
arterial branches must be avoided since transient spasm 
may cause irreversible hemiplegia. 

Over the 20-year period 1937-56 a total of 184 patients 
with intracranial aneurysms have been admitted to the 
Finnish Red Cross Hospital, Helsingfors, the aneurysms 
being on the middle cerebral artery in 52 (left in 27, 
right in 21, and multiple in 4). Of these 52 patients, 
aged 13 to 59 years, 35 were subjected to intracranial 
surgery and 17 were treated conservatively. Carotid 
ligation was not performed. The typical clinical picture 
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of subarachnoid haemorrhage was present in 51 and in 
about half there were definite lateralizing signs. When 
hemiparesis or hemianopia was present the aneurysm 
was always found on the opposite side. 

Of the 17 patients not operated upon, 6 died within 
4weeks of the initial haemorrhage. Of the 7 patients in 
this group who are still living, 6 are severely disabled. In 
30 of the 35 patients operated on the aneurysm was 
clipped or ligated; muscle wrapping was carried out in 2, 
exploratory craniotomy in 2, and evacuation of an intra- 
cerebral clot in one. There were 4 postoperative deaths. 
In a number of patients the aneurysm was still visible in 
the postoperative angiograms. The authors state that 
none of the patients surviving operation has died or had 
further haemorrhage; 11 patients are fully employed, 
9 are slightly disabled, and 11, of whom 10 were over 40 
years of age at the time the haemorrhage occurred, are 
severely or completely disabled. It is pointed out that 
because of the high functional value of the middle cerebral 
artery, there is probably a greater risk of morbidity 
with aneurysms on this vessel than with other intracranial 
aneurysms. J. V. Crawford 


399. The Prognosis of Some Brain Stem Vascular Syn- 
dromes 


R. D. Currier, C. L. Gites, and M. R. WESTERBERG. 
Neurology {Neurology (Minneap.)| 8, 664-668, Sept., 1958. 
23 refs. } 


In an attempt to establish a base line from which the 
effect of anticoagulant treatment of cerebral thrombosis 
might now be assessed the authors have reviewed the 
histories of 1,449 patients with the diagnosis of cerebral 
thrombosis treated at the University Hospital, Ann 
Arbor, Michigan, in the period 1934-57. Of these, 101 
were regarded as having had a thrombosis of one of the 
cerebellar arteries, but after a careful scrutiny of the case 
notes the authors reduced this number to 75, of whom 62 
had thrombosis of the posterior inferior, 11 thrombosis 
of the superior, and 2 thrombosis of the anterior inferior 
cerebellar arteries. 

The 62 cases of thrombosis of the posterior inferior 
cerebellar artery, which formed 4-3% of the total of 1,449 
cases of cerebral thrombosis, were investigated in detail. 
The average age of the patients, 50 males and 12 females, 
was 56. Follow-up examination showed that although 
the immediate death rate was low (only 2 deaths within 
6 months), 19 out of 41 patients (46°%) were dead within 
5 years, 18 out of 25 (72°%) at 10 years, and 4 out of 5 
(80°%) at 20 years. It was found that 40 of the patients 
had other forms of significant disease, 20 suffering from 
hypertensive disease, 4 from diabetes, and 8 from arterio- 
sclerotic heart disease. The suryival rate among these 
patients was lower than in those without other significant 
disease, but the figures are too small to permit of any 
valid conclusion. The patient’s age at onset was an 
important factor in prognosis: thus 44% of those aged 
52, whose average expectation of life would be 23 years, 
were dead within 5 years. The direct cause of death in 
38 cases could be verified post mortem in only 3. It was 
attributed to a further cerebral vascular accident in 15 
cases, coronary thrombosis in 10, suicide in the surpris- 
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ingly high number of 4, cancer in one, respiratory 
collapse in one, and to unknown causes in 7. The 
authors suggest that the course of cerebellar arterial 
thrombosis is more like that of cerebral thrombosis and 
unlike that of basilar arterial thrombosis. Since these 
patients survive for an average of at least 5 years the 
efficacy of anticoagulant therapy would be confirmed 
only if the survival time in cases so treated had exceeded 
5 years. William Hughes 


400. Orthostatic Hypotension as a Sequel of Cerebral 
Vascular Accidents and in Cerebral Arteriosclerosis. 
Post-orthostatic and Orthostatic Hypertension. (Ortho- 
statischer Blutdruckabfall im Gefolge des Schlaganfalls 
und bei cerebraler Arteriosklerose. Postorthostatische 
und orthostatische arterielle Hypertonie) 

F. MAtNnzer. Nervenarzt [Nervenarzt] 29, 337-347, 
Aug. 20, 1958. 1 fig., bibliography. 


In this paper from the Swiss Hospital in Alexandria 
the author first reviews the normal mechanisms which 
enable the circulatory system to compensate for changes 
of posture in man, particularly from the recumbent to the 
erect position, and of the disturbances of these mechan- 
isms which may give rise to clinical abnormalities. A 
consideration of these circulatory changes enables a 
distinction to be made between “* hypotonic orthostatic 
hypotension ”—which is seen in fainting after prolonged 
standing, and a number of other conditions—and “* hypo- 
dynamic orthostatic hypotension”’. The latter can be, 
though very rarely is, idiopathic, but is usually a con- 
comitant of neurological diseases such as tabes dorsalis, 
diffuse cerebral atrophy, transverse myelitis, and diabetic 
neuropathy or of endocrine disturbance, or may occur 
after bilateral sympathectomy or the use of ganglion- 
blocking drugs. Orthostatic hypotension in aortic 
stenosis and insufficiency constitutes a separate class. 
The differences in regard to circulatory pathological 
changes between hypotonic orthostatic hypotension and 
hypodynamic orthostatic hypotension are described, and 
the role played by the autonomic nervous system at its 
cerebral, medullary, spinal, and peripheral levels is 
discussed. 

The second part of the paper reports observations 
of the changes in blood pressure in 72 patients when 
changing from the recumbent to the erect posture. Sig- 
nificant postural changes in blood pressure were found in 
8 out of 25 patients with strokes, and 10 out of 19 
patients with diffuse cerebral arteriosclerosis. Only 
about 10°% of the patients in these two groups showed 
clinical signs of orthostatic hypotension. Details are 
given of 4 patients in whom the syndrome of orthostatic 
hypotension appeared in a severe form following cerebral 
thrombosis (2 cases), occlusion of the internal carotid 
artery (one case), and hypertensive encephalopathy with 
associated carotid sinus damage resulting from x-irradia- 
tion of a mandibular tumour (one case). A true carotid 
sinus syndrome was seen in only 2 of the cases of ortho- 
static hypotension. The author also reports for the 
first time a ‘“‘ post-orthostatic arterial hypertension”; | 
in this the patient’s blood pressure on lying down again 
after being upright rises to a level higher than the original 
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pressure recorded during recumbency. Also a para- 
doxical “* orthostatic hypertension ’’ on standing upright 
was observed in 2 patients following apoplexy. 

The suggestion is made that in cases of brain damage 
due to cerebrovascular accidents or to diffuse cerebral 
arteriosclerosis, involvement of the hypothalamus may 
be responsible for the disturbance of the mechanism which 
regulates the circulation in response to change in posture, 
and that in hemiplegic patients this disturbance may be 
limited to one side of the body. J. B. Stanton 


401. Supportive Adrenocortical Steroid Therapy in 
Acute and Subacute Cerebrovascular Accidents, with Par- 
ticular Reference to Brain-stem Involvement 

H. J. Roperts. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 6, 686-702, Sept., 1958. 
44 refs. 


With the object of demonstrating the improvement that 
may be expected from hormonal treatment of cerebro- 
vascular conditions, the author describes 9 cases so treated 
at two hospitals in West Palm Beach, Florida. Of 11 
additional cases (not described in detail), moderate im- 
provement was observed in 6, there being no significant 
change in the remaining 5. 

Treatment was started with 75 to 100 mg. of cortisone 
intramuscularly every 6 to 8 hours, this dosage being 
reduced as rapidly as possible when a beneficial effect 
was observed. In most cases oral therapy was substituted 
for intramuscular injections by the 4th day, and treat- 
ment was discontinued by the 5th to 14th days. No 
serious complications have been noted, although in one 
case an intense polyuria necessitated cessation of treat- 
ment and the patient subsequently had a “‘ relapse to his 
previous status”. In 8 cases improvement was “ re- 
markable’’. The author points out that the patients in 
this series had experienced non-haemorrhagic and non- 
embolic cerebral infarctions, and that death might have 
been expected in 3 patients with pulmonary oedema and 
profound coma of several hours’ duration. He considers 
it “ most unlikely ” that the remissions were spontaneous. 
He states that while the mode of action of adrenocorti- 
costeroids in acute cerebrovascular insufficiency is un- 
certain, the observed benefit in these cases could be 
attributed to the prevention or elimination of cerebral 
oedema. This treatment would appear to be of especial 
value in acute and subacute vascular accidents involving 
the brain stem predominantly. 

[The author makes out a good case for further trial of 
this treatment.] N. S. Alcock 


402. Frequency of Cardiac Disease in Patients with 
Strokes 

J. P. GLATHE and R. W. P. AcHor. Proceedings of the 
Staff Meetings of the Mayo Clinic (Proc. Mayo Clin. 33, 
417-422, Aug. 20, 1958. 1 fig., 10 refs. 


The authors, struck by the apparent frequency of 
cardiac disease in patients with cerebral vascular acci- 
dents, have studied the incidence of cardiovascular 
disease in patients seen by the staff of the Mayo Clinic 
during 1955 diagnosed as suffering from cerebrovascular 
disease. They confined their survey to patients from the 
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local community of Rochester in order to obtain “a 
representative sample from an average small city ” and 
to avoid undue selection. 

Altogether there were 155 such patients over the age 
of 15 with the diagnosis of stroke, cerebral vascular 
accident, cerebral embolus, “‘spasm” of a cerebral 
vessel, cerebral vascular insufficiency, or “* small stroke”, 
Of these, 89 were eliminated, 26 because they had residual 
changes from an old stroke, 19 because they were seen 
only at home and therefore had not been adequately 
studied, and 44 because they had symptoms of nervous 
disease of non-vascular origin. 

The remaining 66 patients had all had acute symptoms 
which were attributed to recent cerebrovascular disease, 
and after full reappraisal could be divided into five 
categories. (1) In 8 cases (12°%) acute myocardial infare- 
tion was associated with or had precipitated the clinical 
picture of a stroke. (2) In 3 cases (5%) acute coronary 
insufficiency had occurred concurrently with the cerebral 
symptoms. (3) In 4 cases (6°%) the cerebral lesion was 
due to emboli originating from within the heart. (4) In 
4 cases (6°%%) coronary arterial disease was present which 
may have influenced the cerebral symptoms, but the 
association could not be definitely confirmed. (5) In 
47 cases (71°%) the cerebral symptoms could not be 
related to heart disease, though in 3 of these coronary 
disease subsequently became clinically apparent. 
15 cases (23°%) acute heart lesions were definitely associ- 
ated with the stroke. 

It is suggested that when a sudden fall in blood pressure 
occurs, as in myocardial infarction, ischaemia, with or 
without thrombosis, is liable to occur distal to any zone 
of cerebral atheroma. Likewise a stroke, if it produces 
a state of vascular collapse, may give rise to acute 
myocardial ischaemia, with or without infarction, when 
coronary disease is present. In such circumstances the 
prompt discovery and treatment of cardiac disease may 
save the patient’s life, and its presence should be sought 
in every case with recent signs and symptoms of cerebro- 
vascular insufficiency. A, C. F. Green 


DISSEMINATED SCLEROSIS 


403. Cerebrospinal Fluid Free Cholesterol as Index of 
Activity of Multiple Sclerosis and Allied Diseases 

C. M. Poser and G. L. Curran. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. 
Psychiat.] 80, 304-315, Sept., 1958. 3 figs., 27 refs. 


In this study, carried out at the University of Kansas 
School of Medicine, Kansas City, the authors set out to 
determine whether the levels of free and esterified 
cholesterol in the cerebrospinal fluid (C.S.F.) could be 
used as an index of activity of neurological disease, par- 
ticularly in regard to disseminated sclerosis. The 
digitonin-precipitable sterol extracted with acetone- 
alcohol from the C.S.F. was estimated turbidimetrically; 
the method is fully described. 

In a control group consisting of 25 cases of non-organic 
neurological disorder the mean C.S.F. total cholesterol 
level was 0-11 mg. per 100 ml., none of which was in the 
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free form; the cholesterol level in the C.S.F. was not 
correlated with either the serum cholesterol level or the 
CS.F. protein content. In 11 patients with various 
types of cerebrospinal tumour the mean C.S.F. level of 
total cholesterol was 1-4 mg. per 100 ml., of free choles- 
terol 0-43 mg. per 100 ml., and of protein 113 mg. per 
100 ml. Corresponding mean values in 20 cases of 
various bacterial, viral, or fungal infections were 0-84, 
0-41, and 89 mg. per 100 ml. A statistically significant 
correlation existed between the total protein level and 
both the total and free cholesterol levels in both groups. 
Eight estimations on 6 cases of amyotrophic lateral 
sclerosis showed the mean C.S.F. protein content to be 
53 mg. per 100 ml., while the mean values of total and 
free cholesterol were 0-37 and 0-11 mg. per 100 ml. 
respectively. One case re-examined during a stationary 
phase of the disease showed a striking return to normal 
of the total cholesterol level and disappearance of the 
free form. However, both substances reverted to high 
levels at the next exacerbation of the disease. Among 
39 cases of disseminated sclerosis and other demyelinating 
diseases (50 determinations) the clinically inactive 
group (17 cases) showed the following mean C.S.F. 
values: protein 40 mg. per 100 ml., total cholesterol 
0:17 mg. per 100 ml., and free cholesterol 0-01 mg. per 
100 ml.; the total cholesterol value thus did not differ 
statistically from that in the control group. In a clinic- 
ally doubtful group (14 cases) the mean figures were 
protein 40 mg., total cholesterol 0:28 mg., and free 
cholesterol 0-04 mg. per 100 ml.; here the increase in 
total cholesterol level was statistically significant and in 
half the cases free cholesterol was also present. The 
clinically active group (19 cases) showed mean levels 
of 40 mg. per 100 ml. for protein, and 0-33 mg. per 100 


‘ml. for total cholésterol; in all but 4 of these cases free 


cholesterol was present and the 4 exceptional cases had 
been examined within 15 days of the onset of clinical 
activity. 

From these findings the authors conclude that the 
appearance of free cholesterol in the C.S.F., probably 


derived from the breakdown of myelin, is a valuable . 


index of activity of the disease process. 
J. B. Cavanagh 


.404. Some Laboratory Investigations in Multiple Sclero- 


sis. [In English] 
A. L. JEANEs and J. N. Cumincs. Confinia neurologica 
[Confin. neurol. (Basel)] 18, 397-404, 1958. 22 refs. 


In biochemical studies carried out at the National 
Hospital, Queen Square, London, on the peripheral 
blood in 26 cases of disseminated sclerosis regarded as 
being in an active state and in 9 inactive cases, the serum 
levels of pyruvic, citric, and lactic acids (both in the 
fasting state and following glucose administration), in- 
organic phosphorus, lipid phosphorus, lecithin, hexose 
monophosphate, and free and esterified cholesterol were 
all determined. Abnormal serum levels of several of 
these substances have been reported by previous authors, 
but the present authors found that only the pyruvic, 
lactic, and citric acid levels showed any tendency to 
depart from normal in this group of patients, and even 
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these changes were slight, inconstant, and of dubious 
significance. Thus a normal fasting blood pyruvate 
level was found in 22 of the 26 cases of active disease, 
and after glucose administration it rose above 1-4 mg. 
per 100 ml. in 15 cases. The pyruvate:lactate ratio was 
frequently raised above normal levels, but this was 
observed both in active and in inactive cases. The blood 
citric acid level rose following glucose administration 
in 7 of 9 active cases, but in only 2 of 5 inactive cases. 
In a further 10 active cases of the disease tests for Pers- 
son’s thrombocyte agglutination factor in the cerebro- 
spinal fluid gave entirely negative results. 

[No interpretation or explanation of these findings is 
offered by the authors, and in the absence of information 
concerning the nutritional state of these patients, as 
well as absence of proper controls and statistical tests 
of significance, it is difficult to assess the importance of 
the figures given.] J. B. Cavanagh 


405. Thrombocyte Agglutination in Disseminated Sclero- 
sis and Other Neurological Diseases. [In English] 

I. Persson. Confinia neurologica [Confin. neurol. (Basel)} 
18, 405-416, 1958. Bibliography. 


The author reports, from the Nerre Hospital, Copen- 
hagen, an extension of his earlier studies (A.M.A. Arch. 
Neurol. Psychiat., 1956, 76, 343; Abstr. Wid Med., 1957, 
21, 200) on the thrombocyte agglutinating property of 
the cerebrospinal fluid (C.S.F.) of patients with dissemin- 
ated sclerosis. Lumbar C.S.F. is withdrawn and heated 
to 56° C. to counteract non-specific factors. The pro- 
cess of separating the platelets is not detailed, but. 
venous blood is withdrawn into a syringe previously 
rinsed with 30°% sodium Citrate, allowed to settle for 2 
hours, and the cells counted in the usual way. Equal 
quantities of C.S.F. (5 ml.) and platelet suspension are 
then mixed and observations on the mixture are made 
in a counting chamber. In preliminary tests it was 
shown that isotonic saline and 3-8°% and 3-0%% sodium 
citrate solutions produced clumps of only 4 platelets or 
fewer. When the cell suspension was mixed with C.S.F. 


’ from patients with active disseminated sclerosis strong 


platelet clumping occurred (50 to 100 platelets per 
clump) in all cases. C.S.F. from inactive cases produced 
slight or no clumping, and a similar lack of clumping 
was found with C.S.F. from patients with other neuro- 
logical disorders with the exception of those with neuro- 
syphilis, whose C.S.F. might cause marked clumping. 
The effects are the same whether the platelets are obtained 
from the patient’s own blood, from other patients with 
disseminated sclerosis, or from healthy individuals with 
blood of Group O. 

Possible explanations of this phenomenon in terms of 
increased C.S.F. globulin content and of other immuno- 
logical mechanisms are discussed at length, the author 
pointing out the support that demonstration of this 
phenomenon gives to Putnam’s hypothesis of yenous 
thrombosis for the pathogenesis of the plaques seen in 
disseminated sclerosis. 

[The author appears to have succeeded where Jeanes 
and Cumings [see Abstract 404] failed to obtain- 
clumping.] J. B. Cavanagh 
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406. The Sedation Threshold. Its Concept and Use for 
Comparative Studies on Drug-induced Phenomena 

A. A. Kawi. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.| 80, 232- 
236. Aug., 1958. 13 refs. 


Twenty-four patients presenting varying degrees of 
anxiety were selected from the psychiatric unit of the 
Kings County Hospital Center [Brooklyn, New York]. 
Each patient was subjected to evaluation for the degree 
of anxiety, utilizing several techniques. Each subject 
was then given a battery of psychological and psycho- 
motor tests under three different conditions: no-drug, 
amobarbital (“‘ amytal ’’) sodium, and ethyl alcohol, at 
the levels of their sedation thresholds. There was a 
significant positive correlation between the sedation 
thresholds for amobarbital sodium and ethyl alcohol. 
These thresholds were also significantly correlated with 
the clinical judgment of anxiety. The sedation threshold 
for ethyl alcohol was significantly correlated with Tay- 
lor’s Anxiety Scale. Since slurred speech was the only 
criterion for reaching the level of the sedation threshold, 
it was tested for reliability by studying the relationship 
between the sedation thresholds and the performance on 
the psychological and psychomotor tests. The per cent 
deterioration or improvement on the projective and 
psychomotor tests was found to have no significant 
correlation with the doses of the drug that produced the 
effect, thus asserting the reliability of the sedation 
threshold as a specific level of psychological functioning, 
with slurred speech as one of its clinical manifestations. 
—[Author’s'summary.] 


407. Masochism and Interstitial Cystitis. Report of a 
Case 

J. E. Bowers, B. E. ScHwarz, and M. J. Leon. Psycho- 
somatic Medicine [Psychosom. Med.} 20, 296-302, July— 
Aug., 1958. 5 refs. 


The authors—a psychiatrist, a urologist, and a general 
practitioner—present a clinical report of a case of inter- 
stitial cystitis (Hunner’s ulcer of the bladder), a com- 
paratively rare disease of obscure etiology, in which there 
was abundant evidence of a significant emotional factor 
in the illness. The patient, a 29-year-old unmarried 
woman, was diagnosed as suffering from interstitial 
cystitis after full urological investigations; she had 
suffered from dysuria, haematuria, urinary incontinence, 
and painful bladder cramps since the age of 19 months, 
when her mother died. On medical advice she had sub- 
mitted herself to bilateral sympathectomy, transorbital 
leucotomy, ureteral transplantation, and finally to 


cystectomy, but she then developed dysmenorrhoea and 
remained emotionally disturbed. 

Psychiatric examination disclosed that she had had a 
grossly deprived childhood owing to her mother’s un- 
timely death, her father’s alcoholism, the sadistically 
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obsessional attitudes of an aunt who brought her up, and 
her jealousy of her 3 siblings who were brought up under 
more favourable circumstances. Psychodynamically, 
the most striking feature was her intense hostility towards 
a number of parental figures, but this feeling-state was 
seldom or never expressed overtly and was usually self- 
directed in masochistic fashion. It is thought probable 
that the vicissitudes of her emotional development played 
a relevant part in the causation or maintenance of her 
bladder condition. It is suggested that interstitial 
cystitis may possibly be one manifestation of a psychoso- 
matic syndrome. 

[No objective or experimental data are provided with 
respect to the psychosomatic hypothesis.] 

A. Balfour Sclare 


408. Psychosomatic Aspects of the Common Cold. A 
Preliminary Report 

D. Capron. Canadian Medical Association Journal 
(Canad. med. Ass. J.| 79, 173-180, Aug. 1, 1958. 17 refs. 


The investigation described in this paper from the 
University ‘of Toronto was designed to determine the 
relationship, if any, between the common cold and the 
individual, that is, the possible psychosomatic aspects of 
the common cold, observations on 400 patients being 
analysed. 

The author summarizes his findings as follows: ‘“‘The 
experimental group of psychiatric patients had 2} times 
greater frequency and duration of “colds’ compared 
with the control group of non-psychiatric patients. The 
successfully treated psychiatric patients approximated to 
the controls as regards ‘ cold’ frequency and reaction. 
Repeated clinical observations were made on the 
alleviation or abolition of nasal allergies, postnasal 
dripping and ‘ colds’ during treatment hours and after 
the course of treatment. A ‘cold’ index can be 
fashioned into a measure of successful psychotherapy.” 
The author suggests that mucosal turgescence probably 
mediates the psychological equivalent of ‘ resistance” 
to infection. 


There were 3 clinical groups: in the first psychogenic . 


factors favoured colds, but the psychopathology was not 
specific; in the second psychogenic factors seemed to 
predispose specifically to upper respiratory infections; 
and in the third psychogenic factors seemed actually to 
** oppose (or ignore)” colds. The author suggests that 
“from the point of view of mental hygiene colds may 
provide an innocuous emotional substitute and outlet, 
and a legitimate excuse for regression, rest and recovery, 
which, if physically denied, may result in worse psychic 
or psychosomatic damage ”’. 

[The lavish use of inverted commas in this paper makes 
it difficult to understand the real meaning of some of the 
author’s terms. In many instances “ cold” appears to 
mean rhinorrhoea without any infective element.) 

J. MacD. Holmes 
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409. Depressive States: Their Aetiology and Treatment 
G. GARMANY. British Medical Journal [Brit. med. J.] 2, 
341-344, Aug. 9, 1958. 5 refs. 


The aetiology and treatment of depressive states, 
excluding anxiety states and schizophrenia, were studied 
ina series of 525 consecutive cases seen at the Westmin- 
ster Hospital, London. The classification of depressive 
states into endogenous, reactive, and involutional is dis- 
cussed. Endogenous depression is characterized by an 
absence of precipitating cause and by remorse, self- 
blame, and psychomotor retardation. In patients with 
reactive depression there is some preceding trauma, but 
psychomotor retardation is not present. Involutional 
depression is found in patients ‘“‘ of an age ranging from 
one corresponding with the menopause in women and 
extending to old age”’, with a premorbid obsessional 
personality and a clinical picture of agitation and hypo- 
chondriasis. 

The aetiology of depressive states is discussed, and the 
effects of “‘ constitutional loading’? and domestic and 
personal stress factors are examined. Domestic stress 
accounts for many cases of endogenous and reactive 
depression, but in general the aetiological factors are 
similar in all three types. Electric convulsion therapy 
(E.C.T.) is of value in the treatment of about 50°% of 
cases, but very few patients with reactive depression 
need E.C.T., largely because of their good response or 

“reactivity ” to outside stimuli. 

It is concluded that the traditional. division of de- 
pressive states into three types has no basis on aetio- 
logical grounds, but that a distinction between mild 
depression not requiring E.C.T. and a depressive state of 
greater severity benefiting from E.C.T. is useful. 

J. McD. Holmes 


SCHIZOPHRENIA 


410. Blood Glutathione Levels in the Male Schizophrenic 
Patient 

A. J. Barak, F. L. and J. D. Stevens. 
4.M.A. Archives of Neurology and Psychiatry [A.M.A. 
Arch. Neurol. Psychiat.| 80, 237-240, Aug., 1958. 


The authors, from the Veterans Administration Hos- 
pital, Omaha, report an investigation designed to assess 
the possible value of determination of the blood gluta- 
thione (GSH) level in the diagnosis of schizophrenia. 
The method is described in detail. The blood GSH 
level was estimated on several occasions over a period 
of 6 weeks in 15 male schizophrenic patients and 36 
healthy controls. The values obtained failed to reveal 
any statistical difference between the two groups, and 
the authors are therefore unable to confirm the findings 
of others that the blood GSH level is reduced in schizo- 
Phrenia. They state that any difference between the 
Wo groups tested would be masked by the inherent 
{ror in the method, which depends on three separate 
non, each with its own individual error. 
From the findings it would not appear that determination 


of the GSH level is of any assistance in the diagnosis of 


schizophrenia. © John A. Clark 


411. Cerebrospinal Fluid Neuraminic Acid Deficiency 
in Schizophrenia 

S. Bococu. A.M.A. Archives of Neurology and Psychia- 
try [A.M.A. Arch. Neurol. Psychiat.| 80, 221-227, Aug., 
1958. 2 figs., 17 refs. 


A method of estimating the neuraminic acid content of 
the cerebrospinal fluid (C.S.F.) and the values obtained 
in a total of 195 patients are described in this paper from 
the Massachusetts Mental Health Center and Harvard 
Medical School, Boston. The neuraminic acid con- 
tent of the C.S.F. was determined in five groups of 
patients as follows: (1) 29 schizophrenic patients; (2) 
72 children in a general hospital (aged 2 months to 6 
years); (3) 29 children in a general hospital (aged 7 to 
15 years); (4) 19 adult mental hospital patients without 
schizophrenia; and (5) 46 adults in a general hospital. 
It was found that the mean neuraminic acid content of 
the C.S.F. in schizophrenic patients was considerably 
below that of the non-schizophrenic adults and com- 
parable only to the values obtained in some children 
under 7 years of age. The author presents a hypothesis 
which may account for this variation. 

John A. Clark 


412. Indolic Compounds in the Urine of 
G. B. Leyton. British Medical Journal [Brit. med. J.] 
2, 1136-1139, Nov. 8, 1958. 8 figs., 16 refs. 


The author has investigated the excretion of 7 indolic 
substances in the urine of 50 schizophrenic patients (28 
male and 22 female) selected from a large number of such 
cases in the wards of the Hollymoor and Rubery Hill 
Hospitals, Birmingham. The patients, whose ages 
ranged from 19 to 40 (mean 27) years, were not receiving 
active treatment or tranquillizers and all showed at 
least 4 of the following symptoms: thought disorder, 
withdrawal of interest from surroundings, hallucinations, 
retardation, incongruity of affect, an attitude of sus- 
picion, delusions, disorientation, and morbid intro- 
spection. A group of 50 nurses partaking of a similar 
diet served as a control. 

No difference between the two investigated groups was 
found in respect of the excretion of the following 4 
indolic substances: tryptophan, indolyl acetic acid, potas- 
sium indoxyl sulphate, and indolyl acetyl glutamine. 
There was, however, a significant tendency among schizo- 
phrenic patients to excrete more than the controls of two 
substances which could be isolated by chromatography, 
though their chemical nature and metabolic origin 
remained uncertain. (One was provisionally identi- 
fied as potassium skatoxyl sulphate.) It was also found 
that about 20°% of the schizophrenic patients excreted a 
significantly smaller amount than the controls of 5-hy- 
droxy-indolyl acetic acid. It is assumed that this result 
points to a disturbance in the metabolism of 5-hydroxy- 
tryptamine (serotonin). Tests of consistency carried out 
on 5 occasions at fortnightly intervals in 7 of the cases in 
which the excretion of the above indole metabolites was 
in excess showed that the abnormality was persistent. 
The possibility of the eventual use of these findings in 
the diagnosis of schizophrenia is briefly discussed. 

F. K. Taylor 
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413. Clinical Signs of Neonatal Tetany: with Especial 
Reference to Their Occurrence in Newborn Babies of 
Diabetic Mothers 

W.S. Craic. Pediatrics [Pediatrics] 22, 297-308, Aug., 
1958. 37 refs. 


The clinical and biochemical findings in 7 infants with 
neonatal tetany are described in this paper from the 
Department of Paediatrics and Child Health, University 
of Leeds. All 7 infants were born prematurely, 6 of 
them to diabetic mothers and one to a woman with a 
prediabetic type of glucose tolerance curve. Symptoms 
of tetany appeared within 24 hours after birth and were 
associated with a low serum calcium concentration. The 
full clinical picture developed in three stages, the first 
being associated with respiratory difficulty, the second 
with progressive neuromuscular instability and hyper- 
excitability, and the third with periods of severe agita- 
tion, muscular tremors, extreme tachypnoea, and 
cyanosis. These clinical disturbances were severe in 5 
infants and mild in 2; all the infants recovered com- 
pletely. The serum calcium level, which was lower in 
the 5 infants with severe tetany than in the remaining 2, 
rose gradually to normal during the first week of life, 
spontaneously in 3 infants and after calcium therapy 
in 4. There were no significant changes in the serum 
levels of ultrafilterable calcium, phosphorus, and alkaline 
phosphatase, or in the blood sugar and blood urea 
concentrations. 

The differential diagnosis of neonatal tetany from 
hyaline membrane, hypoglycaemia, intracranial birth 


. injury, and intracranial infection such as meningitis is 
' discussed. The author considers that both diabetes and 


prematurity are contributory aetic’ogical factors in 
neonatal hypocalcaemic tetany, the former possibly 
through adreno-pituitary dysfunction resulting in hor- 
monal disturbance, and the latter by accentuating the 
hypocalcaemia normally occurring soon after birth. 

He briefly describes a series of 38 infants born of dia- 
betic mothers over a period of several years preceding the 
present study; in these the blood chemistry was not 
investigated but in 15 the clinical picture closely resembled 
that of mild hypocalcaemic tetany. He also refers in an 
addendum to 6 further infants born of diabetic mothers, 
4 of whom had clinical tetany with a serum calcium level 
of 8 mg. per 100 ml. or less. Gerald Sandler 


414. The Post-natal Weight Loss of Babies Born to 
Diabetic and Non-diabetic Women 

J. W. Farquuar and S. A. SKLaRoFF. Archives of 
Disease in Childhood {Arch. Dis. Childh.] 33, 323-329, 
Aug., 1958. 4 figs., 23 refs. 


At the Royal Infirmary, Edinburgh, the post-natal loss 
of weight of infants born to diabetic mothers was com- 
pared with that of infants born to non-diabetic women. 
Two main groups were studied: (1) 60 infants born by 
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caesarean section to diabetic mothers were divided into 
(i) 31 infants who were fed within 24 hours and (ii) 29 
infants not fed for 72 hours or more; (2) 120 infants bom 
to non-diabetic mothers divided into (i) 60 delivered by 
caesarean section to mothers who had not been in labour 
before operation and (ii) 60 infants born spontaneously 
by vertex per vaginam. All the infants in the second 
main group were fed during the first 24 hours. The 
groups were comparable as far as possible in respect of 
sex, maternal age, and maturity, particular attention 
being paid to accurate weighing. The relationship be- 
tween birth weight and the percentage of that weight lost 
was studied for each of the groups, but no correlation 
was found. The authors were unable to confirm the 
view that the post-natal weight patterns of infants born 
by caesarean section to comparable groups of diabetic 
and non-diabetic mothers differ significantly. In 
summary, infants delivered by caesarean section to 
diabetic and non-diabetic women lose more weight over 
a longer period than infants delivered spontaneously to 
non-diabetic women, and regain weight more slowly. 
J. M. Smellie 


415. Some Physiological Responses of Neonatal Arterial 
Blood Pressure and Pulse Rate 

I. M. Younc and W. W. HoLianp. British Medical 
Journal (Brit. med. J.| 2, 276-278, Aug. 2, 1958. 8 refs. 


The response of the neonatal vascular system to changes 
in posture and to crying was studied at St. Thomas's 
Hospital, London in 71 normal full-term infants during 
the first 12 days of life. The changes in posture were 
accomplished by tilting the infant through an angle of 80 
degrees into the feet-down position. Blood pressure was 
recorded in all the infants, the pulse rate being counted 
in 14o0fthem. In the first 3 to 5 days of life there was no 
alteration in the systolic blood pressure of the infants 
as the result of tilting or crying. In the subsequent 
week of life both tilting and crying caused a rise in sys- 
tolic pressure, the rise as a result of tilting being up to 
12 mm. Hg and that in response to crying being up to 
20 mm. Hg. In both age groups the heart rate was 
usually accelerated in response to tilting and crying. 

The possible mechanisms concerned are discussed, and 
it is suggested that there is some fundamental change m 
the neonatal circulation 4 to 5 days after birth. 

Marianna Clark 


416. Rectal Temperature in the Newborn after Birth 
Asphyxia 

E. D. Burnarp and K. W. Cross. British Medical 
Journal {Brit. med. J.] 2, 1197-1199, Nov., 15, 1958. 
3 figs., 7 refs. 


Neonatal rectal temperature was measured at two- 
hourly intervals in 53 infants after normal delivery and 
in 15 after birth asphyxia. Asphyxia was found to cause 
a significantly lower temperature for 16 hours. The 
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same effect followed the maternal administration of 
pethidine independently of apnoea at birth. The 
reduced temperature appears to be a natural consequence 
of anoxia in the baby.—[Authors’ summary.] 


417. The Development of Enzyme Systems during Early 
Infancy. [Monograph] 

§. G. Driscott and D. Yi-YuNG Hsia. Pediatrics 
[Pediatrics] 22, 785-845, Oct., 1958. Bibliography. 


418. Chest Radiography of Prematures. A Planned 
Study of 104 Patients Including Clinico-pathologic Correla- 
tion of the Respiratory Distress Syndrome 

W. A. BAUMAN and J. NADELHAFT. Pediatrics [Pedia- 
trics] 21, 813-824, May, 1958. 8 figs., 13 refs. 


In order to demonstrate the practicability of radio- 
graphy of the chest in premature infants and to deter- 
mine its value in the assessment of their respiratory status 
the authors carried out a comparative study of the radio- 
graphic and clinical findings in 104 such cases at the 
Babies Hospital, New York. All the babies studied 
weighed less than 2,250 g. at birth and were less than 72 
hours old when first radiographed. When possible 
radiographs were obtained during each of the first 3 days 
of life. A standard technique was used, the baby lying 
supine on a plastic platform in the incubator with restraint 
of the head and limbs and an antero-posterior view being 
taken at 45 to 50 kV., 60 mA., and 1/20 second exposure. 
The films were exposed at “‘ full inspiration ’’, as judged 
by abdominal and thoracic movement and cry. The 
radiation dose in the midline, measured in an appropriate 
“pressdwood ” phantom, was 38-6 mr. at the surface 
(estimated thyroid dose) and 18-3 mr. at 4 cm. depth 
(estimated gonadal dose). 

In each case the degree of respiratory distress at the 
time of admission was classified according to the stan- 
dards of Silverman and Anderson (Pediatrics, 1956, 17, 1; 
Abstr. Wid Med., 1956, 20, 65), the amount of movement 
of the upper chest and abdomen, intercostal spaces, 
xiphoid cartilage, and chin on inspiration, and of grunt- 
ing on expiration, each being given a numerical value 
(0, 1, or 2) and the “ retraction score” obtained by 
addition of the individual values. A total score of 2 or 
more “‘ was arbitrarily considered to represent the 
lespiratory distress syndrome’’. In a previous study 
(Nadelhaft and Ellis, Amer. J. Roentgenol., 1957, 78, 
440; Abstr. Wid Med., 1958, 23, 309) the radiographs of 
1,000 normal full-term babies during the first 4 days of 
life were divided into 7 classes, rather poorly defined, 
depending on the degree of increase of pulmonary mark- 
ing and the presence of focal areas of increased density. 
A typical film from each of these classes was used as a 
standard for the classification of the radiographs in the 
Present series, which was carried out by one of the authors 
without knowledge of the clinical features. Films of 
Classes III and V, “‘ characterized by marked, diffuse, 
bilateral, recticulogranular pulmonary images of in- 
creased density ” (that is, showing “‘ increased reticulo- 
gtanularity ’’) were considered from experience of the 
Previous series to be consistent with the respiratory 
distress syndrome. 
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Among the 104 premature babies there were 35 whose 
earliest radiograph showed increased reticulogranularity, 
and at this time 19 had a retraction score above 2. In 
25 cases death occurred within 8 days of birth, and in 23 
of these necropsy was performed; hyaline membrane 
was present in the lungs in 10 of the 23, this group con- 
taining a significantly higher proportion of births by 
caesarean section than the others, while the 13 babies 
who died without evidence of hyaline membrane had a 
significantly lower mean birth weight than the other 
groups. A statistically significant association (P<0-001) 
was found between the retraction score and the x-ray 
findings on first examination. Of 85 babies with a retrac- 
tion score less than 2, only 19 showed an increase in 
reticulogranularity in the radiograph, while of the 19 
with a retraction score above 2, the radiographs of all 
but 3 showed increased reticulogranularity. The retrac- 
tion score was above 2 in 8 of the 10 fatal cases in which | 
hyaline membrane was demonstrated and in only 3 of the 
23 in which it was not, the association being statistically 
significant (P=0-02). Similarly significant associations 
were found between increased reticulogranularity and 
presence of hyaline membrane (P=0-013) and between 
combined retraction and reticulogranularity scores and 
presence of hyaline membrane (P<0-006). 

Pamela Aylett 
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419. The Erythrocyte Sedimentation Rate and Erythro- 
cyte Sedimentation Curve in Clinically Healthy Children 
in Creches, Kindergartens, and Schools. (Peakuusz 
OC€faHHA SPHTPOWUMTOB KPHBbIe OCeMaHHA SPUTPO- 
UMTOB y MeTeH, ACH, MeETCKHH 
wiKOJTy) 

I. A.Ionova. J/7eduampua [Pediatrija] 36, 62-66, No. 9, 
Sept., 1958. 8 refs. 


The author has studied the effect of a 2-month summer 
holiday in the country on the erythrocyte sedimentation 
rate (E.S.R.) and the sedimentation curve in a group of 
clinically healthy Moscow children. The sedimentation 
curve was constructed by Epstein’s method, the fall of 
the erythrocyte column [? Westergren’s technique] being 
noted every 15 minutes for 14 to 2 hours and plotted 
against time. According to Steinberg, there are five 
characteristic types of curve: (1) hyperreactive, with the 
greatest fall in the 1st two 15-minute periods, typical of 
acute infections when resistance is high; (2) reactive, 
with the greatest fall in the 3rd period, found in acute 
infections with adequate resistance; (3) hyporeactive, 
with the greatest fall in the 4th and 5th periods, typical 
of convalescence and of acute infections when resistance 
is low; (4) areactive, a flat curve with a fall of 0-5 to 1 
mm. every 15 minutes, found in cases with markedly low: 
resistance; and (5) normal, a curve of diminishing slope 
which approaches the horizontal in its second half. The | 
children observed were drawn from creches, kinder- 
gartens, and schools and ranged in age from less than 
one up to 10 years. Readings were obtained before the 
holiday from 90 children (divided into 5 age groups), of 
whom 50 were under and 40 over 4. Of this number, 
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66 were re-examined after the holiday; 46 of these were 
under 4 and 20 between 4 and 7, none of the 20 children 
aged 7 to 10 in the original group being re-examined. 
All the older children were well nourished and had had 
no recent illnesses, but a few of the younger ones were 
slightly undersized. Most of the infants under one were 
bottle-fed. A large proportion of the remainder had 
suffered from rickets in infancy, most of them having been 
bottle-fed and many living in an unsatisfactory environ- 
ment and getting little fresh air during the winter months. 
Each age group included both completely healthy chil- 
dren and children with a very mild degree of rhinitis or 
bronchitis. 

The E.S.R. and sedimentation-curve findings before 
ana after the holiday are analysed in a series of tables. 
Before the holiday the E.S.R. was more than 12 mm. 
in | hour in 27 of the 50 children under 4, while the curve 
was of Type 1 or 2 in 25 and of Type 5 in the other 25. 
After the holiday only 4 of the 46 children under 4 
examined had an E.S.R. over 12 mm. in 1 hour and only 
4 curves of Type 1 or 2 were obtained, though 14 were 
of Types 3 or 4. Of the 40 children aged 4 to 10 exam- 
ined before the holiday, 11 had an E.S.R. over 12 mm. 
in 1 hour and the same number had curves of Type 1 or 
2, with 5 of Types 3 or 4. After the holiday only 2 out 
of 20 children aged 4 to 7 had a raised E.S.R., while 5 
had curves of Type 3, all the others being normal. 

It is concluded that although none of these children 
was Clinically ill, the findings indicate that their sojourn 
in the country had improved their state of health. 

Margot C. Dunlop 


420. The Administration of Oxygen to Infants and Small 
Children. An Evaluation of Methods 

R. Batson and W. C. YounG. Pediatrics [Pediatrics] 
22, 436-448, Sept., 1958. 10 figs., 20 refs. 


421. The Treatment with Polymyxin of Infantile Gastro- 


enteritis Due to Specific Types of Escherichia coli. (Le 
traitement par la polymyxine B des gastro-entérites 
infantiles 4 Escherichia coli spécifiques) 

P. Monnet, —. Le and R. CAILLon. Archives 
frangaises de pédiatrie [Arch. frang. Pédiat.| 15, 775-799, 
1958. 32 refs. 


Escherichia coli of specific types is now frequently being 
recognized in France as the cause of major outbreaks 
of acute gastro-enteritis among infants in nurseries; 
these outbreaks have proved very difficult to control. 
The authors report from the Hépital Debrousse, Lyons, 
that during an epidemic which began in a nursery in 
1954 and continued into 1955 no fewer than 100 type- 
specific E. coli were identified. These organisms were 
almost always sensitive to neomycin, and less commonly 
to the tetracyclines and chloramphenicol, and the results 
of treatment with one of these drugs were at first generally 
good. However, from the beginning of 1956 the epi- 
demic increased in severity and extent. During the 
next 12 months most of the strains of organism isolated 
belonged to the serological Type O111 B4 and had 
the special characteristics of the lysotype ‘‘ Sévres 
var. Lyonnaise”. These organisms had acquired con- 
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siderable resistance to the drugs previously in common 
use, and of 174 strains which were fully tested, most were 
resistant to all the drugs. As a result the epidemic 
carried a high mortality, and for this reason it was 
decided to treat patients with polymyxin B, a bactericidal 
agent which is active against many Gram-negative 
organisms, including E. coli. It has serious nephrotoxic 
and neurotoxic properties when given intramuscularly, 
but as it is not absorbed from the alimentary tract these 
toxic phenomena are not seen after oral administration, 

Between March, 1956, and March, 1957, 100 consecu- 
tive cases of gastro-enteritis in infants under one year of 
age due in 97 cases to E. coli of serotype O111 B4 were 
treated with polymyxin B given by mouth in daily doses 
of 12:5 to 25 mg. (5 to 10 mg. per kg. body weight), the 
duration of treatment being 4 to 6 days; of the 100 
infections, 90 occurred in hospital as a result of cross- 
infection. The causative organism was shown to be 
always sensitive in vitro to polymyxin B, but very rarely 
to other antibiotics. Apart from 6 patients who died 
and one other who failed to respond to treatment, the 
recovery in 80 cases was dramatically rapid and com- 
plete, and good in a further 7, although 5 of the infants 
died from an unassociated cause after recovery from the 
gastroenteritis, while 2 others relapsed after an apparent 
recovery, one of these also dying. Positive stool cultures 
were still obtained in 9°%% of the patients one to 32 days 
after the completion of treatment, and one infant became 
a persistent carrier. No toxic symptoms were observed, 
no secondary staphylococcal enteritis was seen, and in 
no case did the organism become resistant to polymyxin 
B. It is suggested that the use of larger doses, longer 
courses, and association with other antibiotics might 
lead to even better results. 

[This paper not only illustrates the efficacy of poly- 
myxin B—at least for the time being—but also the great 
danger of keeping babies in nurseries and admitting them 
to hospital. Fortunately, in Great Britain this danger 
is better recognized and such avoidable outbreaks of 
gastro-enteritis are now very rare.] John Lorber 


422. The Prognosis in Juvenile Obesity 
A. G. Mu.uns. Archives of Disease in Childhood {Arch. 
Dis. Childh.] 33, 307-314, Aug., 1958. 3 figs., 37 refs. 


Juvenile obesity is common in Britain, but the exact 
incidence and ultimate dangers are not known. The 
prognosis in juvenile obesity was studied with reference 
to the findings in 3 groups of patients at St. James’ 
Hospital, Balham, London: (1) 101 adult out-patients 
who were 20°%% or more overweight; (2) 50 patients whose 
weight was within 20% of normal; and (3) 21 adults 
who had been treated for obesity during childhood. 
Approximately one-third (32) of the patients in Group ! 
had persistent juvenile obesity, and almost one-half of 
these had fathers who were obese, compared with only 
2% of the normal group. Psychological factors which 
appeared to lead to increased food intake were found in 
17 of the 32 patients in the juvenile obese group, 34 of the 
69 in the adult obese group and.9 of the 50 in Group 2. 
The author’s findings confirm the view that obesity 
developing in childhood is difficult to treat, a common 
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problem being the appearance of new symptoms related 
to the diet. Of 21 adults who had been under medical 
care for obesity in childhood, 10 were still obese. There 
were several outstanding features in 10 patients—3 from 
Group 2 and 7 from Group 3—who had suffered from 
juvenile obesity but whose weight as adults was normal: 
all were at least 5°% above standard height; they were 
highly intelligent and their mothers were intelligent and 
cooperative; and the reduction in weight was associated 
with increased activity. 

It is concluded that persistent juvenile obesity is an 
important cause of obesity in adult life and is therefore 
a potentially dangerous condition. The prognosis in 
juvenile and probably also in adult obesity depends 
largely on the intelligence of the patient. Research 
should be directed particularly towards the treatment of 
obesity in patients of low intelligence. J. M. Smellie 


423. Jaundice and Infantile Diarrhoea 

R. G. F. Parker. Archives of Disease in Childhood 
[Arch. Dis. Childh.| 33, 330-334, Aug., 1958. 4 figs., 
4 refs. 


The clinical and pathological findings in 13 fatal cases 
of infantile diarrhoea complicated by jaundice which 
came to necropsy at the London Hospital between 1934 
and 1954 are discussed. Jaundice was noted during life 
or at necropsy in 9 cases, but in the remaining 4 it was 
found unexpectedly during histological examination. 
The hepatic lesions in these 4 cases were essentially simi- 
lar, both qualitatively and quantitatively, to those found 
in the cases with overt jaundice. Histologically, the cases 
could be divided into two groups: (1) 10 cases in which 
bile retention was associated with an inflammatory pro- 
cess in the portal tracts, which was considered to be a 
cholangitis;- and (2) 3 with bile retention without in- 
flammation and with haemosiderosis, occasional focal 
parenchymal necroses being present in one of these. It 
is suggested that all cases may represent an ascending 


‘infection of the bile ducts, sometimes stopping short of 


the smallest ducts and associated with varying degrees 
of biliary obstruction. No pathogenic organisms were 
isolated, and the nature of the ‘infecting agent remained 
obscure, but the histological evidence suggested a bac- 
terial rather than a viral infection. J. M. Smellie 


424. Peptic Ulcer in Children and Adolescents. (K 
BOMpOCcy 0 ASBEHHOH B METCKOM H IOHOLUICCKOM 
BospacTe) 

A. V. TeviA and L. G. /Teduampua 
[Pediatrija] 36, 81-85, No. 8, Aug., 1958. 24 refs. 


It has been shown that chronic peptic ulceration can 
occur even in newborn infants and sucklings. In this 
paper the authors review the cases of 43 patients, in 25 
of whom peptic ulcer was diagnosed before the 18th 
year, while the other 18, who were older, gave a history 
of symptoms of ulcer dating from childhood or early 
adolescence (mostly between the ages of 10 and 14 years). 
The ulcer was located in the duodenum in 38 cases, in 
the stomach in 3, and at the site of an operative anasto- 
Mosis in 2. There was a history of melaena in 14 cases, 
and 3 other patients were admitted to hospital following 
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a profuse haemorrhage. Some duodenal stenosis was 
present in 34 cases. Of 4 patients who had previously 
been subjected to operation, 2 had a recurrent duodenal 
ulcer, while the other 2 patients, as mentioned above, 
had developed an anastomotic ulcer. 

Gastric resection was performed in 34 cases with 
excellent results, while 3 were treated by gastro-enteros- 
tomy, in one case because of the patient’s grave condi- 
tion and in the other 2 for tuberculous stenosis of the 
stomach or duodenum; the remaining 6 were treated 
conservatively. The authors regard gastric resection as 
the method of choice. L. Firman-Edwards 


425. Primary Interstitial Myocarditis. Report of an 
Epidemic Outbreak 

E. FREUNDLICH, M. Berkowitz, A. ELKON, and A. 
Wiper. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child. 96, 43-50, July, 1958. 18 refs. 


Between March, 1956, and December, 1957, 57 cases 
of primary interstitial myocarditis were observed at the 
Rambam Government Hospital, Haifa, among children 
ranging in age from 6 months to 34 years, of whom 50 
died. This represented a marked increase in morbidity 
from this disease over previous years. Several cases 
were closely associated in time and locality, although no 
2 cases occurred in the same family. 

The clinical picture was one of acute heart failure, often 
preceded by a few days of general malaise and, in some 
cases, a mild upper respiratory infection. The heart 
failure appeared suddenly, the child becoming dyspnoeic, 
restless, and refusing all food. There was marked pallor, 
cyanosis of the lips, laboured breathing, cold extremities, 
and marked enlargement of the liver. The electrocardio- 
graphic and x-ray findings were those of acute myocardial 
failure. Haemoglobin values were generally low, there 
was no marked leucocytosis, and the serum protein level, 
antistreptolysin titre, and erythrocyte sedimentation rate 
were unchanged. Post-mortem examination showed a 
uniformly dilated heart with marked interstitial infiltra- 
tion by small lymphocyte-like cells. Virus studies in 26 
cases gave only negative results except in one case in 
which an unidentified virus was grown from the heart 
muscle. Death usually occurred within 24 hours of 
onset of the failure. : 

Treatment included administration of steroids, digi- 
talis, mercurials, antibiotics, chlorpromazine, and 
gamma globulin, but none of these measures appeared to 
influence the course of the disease. The 7 children who 
recovered presented the same clinical picture as the others 
and received the same treatment; clinical improvement 
began after one or 2 days and within a very few days 
there was no sign of severe disease. In 5 other cases the 
child recovered from the first attack, but developed a 
second some 5 weeks later, followed in 2 cases by a third 
attack; only 2 of these 5 patients survived. 

In addition to the 57 cases reported above there was a 
small group of cases showing a clinically similar but 
somewhat milder attack, but in these the electrocardio- 
gram and radiographs did not confirm the diagnosis of 
myocarditis. All these children recovered. 

E. H. Johnson 
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426. Early Diagnostic Criteria of Congenital Hypo- 
thyroidism. A Comprehensive Study of Forty-nine Cretins 
G. H. Lowrey, R. H. Aster, E. A. Carr, G. RAMON, 
W. H. Bererwactes, and N. R. SpAFFoRD. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child.} 
96, 131-143, Aug., 1958. 1 fig., 37 refs. 


It is generally accepted that the prognosis in congenital 
hypothyroidism largely depends on early and adequate 
treatment, yet in many cases cretinism is not diagnosed 
before the age of one year. The clinical features in a 
group of 49 cretins followed up for periods of one year 
to over 30 years at University Hospital, Ann Arbor, 
Michigan, were analysed with special reference to the 
early diagnostic signs, 100 healthy infants followed up 
in the Well-baby Clinic for at least 6 months serving for 
purposes of comparison. The most important features 
observed during the first month of life were lethargy, 
constipation, slowness in feeding, respiratory distress, 
and lack of interest in surroundings. Prolonged physio- 
logical jaundice, dry skin, hoarse cry, and umbilical 
hernia were often observed shortly after birth. There 
was no difference between the group of controls and the 
cretins in respect of such faciors as the age of the mother 
at the time the child was born, the number of siblings, 
and the child’s weight at birth, but in the families of 4 of 
the cretins other siblings suffered from cretinism. The 
thyroid gland was palpable in 4 cretins who had a defect 
of thyroglobulin synthesis. 

The authors have found that the results of determining 
the serum protein-bound iodine, the butanol-extractable 
iodine, and the alkaline-phosphatase levels, all of which 
are reduced in cretinism, are the most valuable diagnostic 
aids. The serum cholesterol level is not usually raised 
before the child is 9 months of age, ana 2stimation of the 
uptake of radioactive iodine is not recommended because 
of the risk of after-effects. Delayed maturation of bone 
was found in all the cases (9) examined radiologically, 
the most rewarding areas being the knee, foot, and 
wrist. Confirmation of the diagnosis of cretinism by a 
therapeutic trial of thyroid extract is not recommended. 

R. M. Todd 


427. An Epidemiologic Study of Behavior Character- 
istics in Children 

R. Lapouse and M. A. Monk. American Journal of 
Public Health [|Amer. J. publ. Hith| 48, 1134-1144, Sept., 
1958. 6refs. 


This paper from the University of Buffalo School of 
Medicine, New York, gives a preliminary account of an 
experiment designed to discover the variations of normal 
childhood behaviour. The method and scope of the 
experiment are described and a partial analysis of the 
findings presented. 

The population studied consisted of 482 children be- 
tween the ages of 6 and 12 years, these subjects being 
selected by visiting every 75th address listed in the Buffalo 
City Directory. Of the families living at these addresses 
and containing children of the appropriate age, 94% 
agreed to cooperate. Only one child was selected from 
each family, but where there was more than one child 
between 6 and 12 the information obtained was suitably 


weighted. Interviewers went to the homes armed with 
a schedule of 200 questions designed to survey the chiid’s 
behaviour and to gather information about the house- 
hold. The informant in each case was the mother or 
mother-substitute. Reliability and validity tests were 
carried out by re-interviewing a proportion of the 
mothers and by cross-checking some of the information 
given by subsequently questioning the child. It was 
found that the mothers were accurate with regard to 
objective and clearly defined phenomena, whereas the 
children tended to exaggerate some unimportant aspects 
of their behaviour and to conceal others, such as bed- 
wetting, of which they were ashamed. Other possible 
sources of error, such as bias on the part of the inter- 
viewer or in the framing of questions, were studied and 
their importance is discussed. 

The potential value of the experiment is illustrated by 
the authors’ findings for “* tension phenomena ”’ such as 
nail-biting, nose-picking, lip-sucking, teeth-grinding, and 
thumb-sucking. About 30% of the children were re- 
ported to show one of these behaviour traits, 20% two, 
and 16% three or more. It is pointed out that this high 


incidence raises the question whether these traits, which 
are commonly considered to be indicative of a psychiatric 
disorder, should not more properly be regarded as 
transient variations of normal behaviour. 

[This investigation is a valuable attempt to introduce 
scientific accuracy into a field hitherto mainly ruled by 
John Rendle-Short 


clinical impressions. ] 


428. Metabolic Studies of Mongoloids 

S. M. Gersuorr, D. M. HEGsTeD, and M. F. TRULSON. 
American Journal of Clinical Nutrition [Amer. J. clin. 
Nutr.] 6, 526-530, Sept.—Oct., 1958. 16 refs. 


Since skin lesions resembling those seen in vitamin-B 


- deficiency often develop in mongols with age, the authors, 


at Harvard School of Public Health, Boston, studied the 
metabolism of these vitamins in mongols and non- 
mongols, all of whom were mentally deficient. For this 
purpose measured amounts of aneurine, riboflavine, 


nicotinamide, calcium pantothenate, pyridoxine, and 


ascorbic acid were given and urinary excretion of these 
substances was determined. Little difference was 
observed between the two groups as regards the urinaty 
excretion products, but in mongols the excretion of 
methylnicotinamide and creatinine in the urine tended 
to be lower and the excretion of aneurine to be higher 
than in non-mongols. Following administration of 
100 mg. of nicotinamide by mouth mongols excreted 
significantly less methylnicotinamide and creatinine 
than controls, and after a test dose of 5 g. of pL-trypto- 
phan excretion of xanthurenic acid was significantly less 
in mongols than in controls. 

It is suggested that in mongols ability to methylate 
these and other substances is impaired and that further 
study of tryptophan metabolism is indicated. 


Kenneth Gurling 


429. Polyneuritis in Children 
N. L. Low, J. Scunemer, and S. Carter. Pediatrics 
[Pediatrics] 22, 972-990, Nov., 1958. 3 figs., 34 refs. 
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430. Response of Pregnant Women and Their Infants to 
Poliomyelitis Vaccine. Distribution of Poliovirus Anti- 
body in Pregnant Women Before and After Vaccination— 
Transfer, Persistence, and Induction of Antibodies in 
Infants 

M. MarTINS DA SILVA, K. A. Prem, E. A. JOHNSON, 
J. L. McKetvey, and J. T. Syverton. Journal of the 
American Medical Association [J. Amer. med. Ass.| 168, 
1-5, Sept. 6, 1958. 1 fig., 16 refs. 


The authors report from the University of Minnesota 
Medical School, Minneapolis, that whereas before anti- 


~ poliomyelitis vaccination 11% of 186 pregnant women 


had no detectable antibody to any of the 3 types of polio- 
virus and only 35°%% had antibodies to all 3 types, after 
2 injections of Salk vaccine, given between the 16th and 
30th weeks of pregnancy, 82°%% of 133 of the women 
showed measurable antibody to all 3 types. In those 
with measurable antibody before and after vaccination 
intradermal inoculation with two 0-2-ml. doses of 
vaccine 3 or 4 weeks apart elicited as satisfactory a 
response as two 1-0-ml. doses given subcutaneously, but 
a greater proportion of women vaccinated intradermally 
than of those vaccinated subcutaneously failed to show 
antibody response to one or more types of the virus. 
Infants born of tested mothers exhibited a level of 
antibody in the cord blood which was essentially the 
same as that in the maternal blood at the time of delivery ; 
however they eliminated about 50°% of the passively 
transferred antibody in about 5 weeks irrespective of the 
neonatal antibody level at the time of birth, but retained 
passively acquired antibody in measurable quantity for 
a postnatal period which was related to the level of 
acquired antibody at birth. Infants with titres of 1,024 
or greater still had measurable antibody when 9 to 12 
months old. At the age of 12 months, or when passively 
acquired antibody could no longer be detected, 77 
infants were immunized with 2 doses of vaccine given 
subcutaneously 4 weeks apart. Responses occurred to 
all 3 types of poliovirus in only 25 infants (32:5), and 
such response appeared -to be inferior for all 3 types to 
that in pregnant women. The percentage distribution 
of antibody to the 3 poliovirus immunotypes in the 
infants resembled that in non-vaccinated pregnant 
women. A. Ackroyd 


431. Post-neonatal Infant Mortality in Birmingham be- 
tween 1947 and 1956 

G. Knox and J. MACKINTOSH. ~ British Journal of Pre- 
ventive and Social Medicine (Brit. J. prev. soc. Med.) 12, 
131-134, July, 1958. 3 figs., 6 refs.- 


The risk of death in the post-neonatal period (2nd to 
12th months) increases with birth rank and decreases 
with maternal age, and from an analysis of post-neonatal 
mortality among all live births in the City of Birming- 
ham in 1947 Gibson and McKeown (Brit. J. prev. soc. 

L 
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Med., 1952, 6, 183) showed that both associations were 
mainly due to deaths from infection. In 1947 post-neo- 
natal mortality in Birmingham was at the level of 17-6 per 
1,000 live births; by 1950 this rate had been almost 
halved (9-7 per 1,000), and it subsequently declined 
moderately to reach a level of 7-4 per 1,000—that is, to 
42% of the 1947 rate—in 1956. In the present paper 
from the University of Birmingham the authors examine 
the effect of this decline on the birth-rank and maternal- 
age differentials existing in 1947. 

[Since 1949 the ante-natal record and subsequent 
history, up to 5 years of age, of every child born in 
Birmingham have been collected centrally and the in- 
formation transferred to punch cards. This procedure 
provides not only a classification of live and still births 
in the city by maternal age and birth rank (information 
which is also published on a national basis by the Regis- 
trar-General), but also a classification of infant deaths by 
these two factors (information which is not available on 
a national basis) and hence enables infant mortality rates 
by parity and maternal age to be calculated. That this 
organization is paying dividends is well illustrated in 
this article.] 

During the period 1950-6 in Birmingham there were 
128,496 live births and 1,030 related post-neonatal deaths. 
Tables are given showing the distribution of these births 
and deaths according to birth rank and maternal age, and 
the distribution of death rates derived from these tables 
is further tabulated as follows, the figures given being 
post-neonatal death rates per 1,000 live births. 


Previous Maternal Age (years) : 

Live Total 
Births | Under 25 | 25-29 | 30 and Over 

0 6:3 43 47° 5-5 

1 63 15 

1-5 | 54 9-0 

3and Over! 27-9 18-1 | 10-6 131 

Total 8-7 | 8-0 | 1-4 8-0 


The stepped lines divide the table into three parts, the upper 
right portion being designated Zone I, the lower left part 
Zone III, and the intermediate region Zone II. 


It is evident from these figures that the associations 
between post-neonatal mortality and birth rank and 
maternal age demonstrated in 1947 were still present, if 
less marked, in 1950-6. The highest rate—27-9 deaths 
per 1,000 for the children of multiparous mothers under 
25—is more than 6 times greater than the lowest rate— 
4:3 per 1,000 for the first-born children of women aged 
25 to 29. Comparison of the mortalities in the three 
zones shows “ high mortalities among the subsequent 
babies of mothers who first became pregnant at early 
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age and for those whose successive pregnancies closely 
followed each other”. Examination of the secular 
trend of post-neonatal mortality according to maternal 
age and birth rank shows that the decline between 1947 
and 1956 was greatest where mortality was (and still is) 
highest, being 50% in Zone I, 67% in Zone II, and 70% 
in Zone IfI. During the same period the over-all post- 
neonatal mortality due to infection (pneumonia, bron- 
chitis, gastro-enteritis, infectious fevers, tuberculosis, 
meningitis, and convulsions) fell from 14-2 to 3-4 per 
1,000—a decline of 76°%.—whereas that from non- 
infective causes fell only from 3-4 to 3-1 per 1,000—a 
decline of less than 10°%. The decline in mortality from 
infection was greater in Zones II and III than in Zone I, 
so that the gap between the best and worst zones was 
lessened. 

[This admirable article demonstrates that it is still 
possible to write a medico-statistical paper in everyday 
language free from statistical jargon and technicalities 
and in which the argument should easily be followed by 
non-statistical readers.] E. Lewis-Faning 


- 


432. Mortality in the 1957-58 Influenza Epidemic 
C. C. Dauer. Public Health Reports [Publ. Hlth Rep. 
(Wash.)\ 73, 803-810, Sept., 1958. 3 figs., 4 refs. 


The influenza epidemic of 1957-8 in the U.S.A. (due 
to the Asian strain of Type-A influenza virus) was pre- 
ceded, as was the 1918-19 epidemic, by localized out- 
breaks during the summer, widespread outbreaks of the 
explosive type starting in September and reaching a peak 
in October. In both epidemics the incidence declined 


during the winter and rose again in the spring. The 


mortality in 1957-8 was less than in 1918-19 and was 
greatest among older persons, in contrast to the earlier 
epidemic, in which young adults suffered most severely. 
In .1957 most of the excess deaths were attributable to 
cardiovascular disease, whereas in 1918 about 959% were 
due to influenza and pneumonia. 

The trends of mortality from influenza and pneumonia 
in 108 cities of the U.S.A. during 1957-8 showed a 
striking similarity to those observed in 160 towns in 
England and Wales, there being two peaks, one in 
November and the other about 3 months later, in the 
U.S.A. and similar peaks at a similar interval, but one 
month earlier, in England and Wales. During the period 
January to March, 1958, there was a large excess in the 
number of deaths in the U.S.A. from all causes, and 
especially from cardiovascular disease, compared with 
the same period in 1957, but this was not accompanied 
by widespread influenza, while the excess mortality from 
- influenza and pneumonia was small compared with that 
observed in October and November. (The total number 
of such deaths was 2,000 less in February than in Novem- 
ber.) Of the excess deaths from all causes during the 
period September to December, 1957, 80°% occurred 
among persons above the age of 54 years, while in the 
period January to March the proportion was 85%. 
Approximately one-half of the total excess mortality 
during the 1957-8 epidemic was accounted for by an 
increase in the number of deaths attributed to cardio- 
vascular disease, indicating that the impact of this epi- 


demic on mortality cannot be assessed by taking into 
consideration only those deaths attributed to influenza 
and pneumonia. F. T. H. Wood 


433. Trends of Mortality from Leukemia in the United 
States, 1921-55 

A. G. GILLIAM and W. A. Wa cter. Public Health 
Reports (Publ. Hlth Rep. (Wash.)\ 73, 773-784, Sept., 
1958. 4 figs., 12 refs. 


In the white population of the U.S.A. there has been a 
substantial decline since 1940 in the death rate from 
leukaemia for botli males and females under one year of 
age, the rate for males being 45-4 per million in 1936-40 
and 31-5 per million in 1951-5. In all other age groups 
except 75 years and over, however, the rates have been 
increasing, and a marked rise among children aged 3 and 
4 years has tended to offset the decrease among infants. 
There has, however, been a decline in the rate of increase, 
more evident in the younger age groups and in females; 
thus the over-all mortality from leukaemia among the 
white population increased by 64% between 1930 and 
1940, but by only 43% between 1940 and 1950. Among 
the non-white population there has been a similar, but 
materially greater, rise in mortality from leukaemia, with 
a lesser decline in the rate of increase. The increase in 
mortality between 1940 and 1950 was smaller among 
doctors (25°%) than among white males of the same ages 
in the general population (58°). 

The authors discuss these trends and conclude that 
they provide no support for the theory that there has been 
an increase in leukaemogenic factors in the general 
environment in the U.S.A. during the past 15 years. 
On the contrary, the steady decline in the rate of increase 
of mortality from leukaemia is consistent with a recent 
decrease in exposure of the general population to such 
factors. F. T. H. Wood 
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434. A Study of Exposure to Parathion in a Greenhouse 
D. CuLver, K. KINOSIAN, W. THIELEN, and R. GRAUL. 
A.M.A. Archives of Industrial Health [A.M.A. Arch. 
industr. Hith] 18, 235-247, Sept., 1958. 6 figs., 8 refs. 


No studies appear to have been reported of the toxic 
effects of organic phosphate insecticides in enclosed 
spaces such as hothouses. In a study carried out by the 
California State Department of Public Health the 
amount of exposure of 11 horticultural workers (3 men 
and 8 women) to parathion in greenhouses at a plant- 
breeding station was estimated, the toxic effects’ being 
assessed from the erythrocyte and plasma cholinesterase 
levels. Parathion was sprayed in the greenhouses, 
using methyl chloride as propellant, immediately before 
the weekends, so that the workers did not enter the 
houses until the third day after spraying. Sampling of 
the atmosphere with “‘ fritted-glass bubblers ”’, an electro- 
static precipitator, and a Casella cascade impactor 
showed that droplets settled within one or 2 hours, 
depending upon whether the ventilation of the green- 
house was mechanical or natural. 
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Samples of 1 cubic metre of air taken 3 days after 
spraying, when the workers were vigorously disturbing 
the foliage of the plants, contained no parathion. De- 
termination of the residues of parathion on glass surfaces 
and plant surfaces showed that the logarithm of the 
concentration decreased linearly with time. The con- 
tamination of the workers’ skin was estimated by swab- 
bing their hands with 95% ethyl alcohol; average results 
were obtained for each type of job with the three types of 
plants grown in the greenhouses, and indices were cal- 
culated relating skin contamination with the amount of 
residual parathion on the plants. In addition 4 of the 
workers kept very detailed work records from which the 
severity of exposure could be tabulated by reference to 
the amount of plant residue and the skin exposure 
indices. Estimation of the erythrocyte cholinesterase 
levels during exposure gave results only 6% to 20% 
below post-exposure levels, so that it was impossible to 
say that this depression was caused by absorption of 
parathion. Although the plasma cholinesterase level is 
a less specific indication of parathion absorption it is 
often thought to be more sensitive than the erythrocyte 
cholinesterase level; in this study it did not show any 
significant change. It is thought that the very small 
amounts of parathion measured on the skin surface of 
the hands (3-5 to 15 yg.) might account for the absence 
of change in cholinesterase level, but it is pointed out 
that this assumption is made without any knowledge of 
the rate of skin absorption. A number of precautions 
to be observed by workers in greenhouses are described. 

W. K. S. Moore 


435. Organic Mercury. Environmental Exposure, Ex- 


cretion, and Prevention of Intoxication in Its Manufacture | 


B. D. Dinman, E. E. Evans, and A. L. Linc. A.M.A. 
Archives of Industrial Health [A.M.A. Arch. industr. 
Hith| 18, 248-260, Sept., 1958: 10 figs., 24 refs. 


The authors cast serious doubt on the accuracy of mer- 
cury determinations in previous accounts of exposure to 
organic mercurial compounds, and present their own 
results of determinations of the atmospheric concentra- 
tion of mercury, of the amount of mercury which could 
be inhaled as dust and absorbed as liquid percutaneously, 
and the clinical effects and urinary excretion of mercury 
by 20 men engaged in the manufacture of ethyl mercury 
chloride or phosphate and ethyl or phenyl mercury 
acetate, all these observations being made in a single 
factory over a period of 54 years (1951-6). 

None of the workers under observation developed any 
objective signs or significant pathological changes, and 
an analysis of symptoms failed to show any difference 
between the incidence of complaints by exposed and 
unexposed persons. Reports by other authors that 
Signs and symptoms occur at urinary mercury levels 
between 0-05 and 0-1 mg. per litre were not confirmed 
in the present study, urinary mercury concentrations as 
high as 0-38 mg. per litre being unaccompanied by signs 
of intoxication. One man developed neurological signs 
after excessive exposure in a repacking shed, but the 
urinary mercury level in this case was 2-25 mg. per litre. 
_ The excretion of mercury in the urine fluctuates 
tregularly so that no immediate correlation can be 


established between environmental measurements and 
urinary levels. A direct relationship could be demon- 
strated only between duration of exposure and urinary 
mercury levels determined 2 months after the observed 
exposure. In controlling working conditions reliance 
was placed on the urinary levels of mercury. A urinary 
excretion level above 0-1 mg. per litre was an indication 
for removal from exposure, return not being allowed 
until such time as the weekly determinations showed a 
level below 0-05 mg. per litre on two consecutive occa- 
sions. W. K. S. Moore 


436. Clinical, Radiographic, and Pathological Studies of 
the Lungs of Electric-arc and Oxyacetylene Welders 

H. E. Harpine, A. I. G. MCLAUGHLIN, and A. T. Doic. 
Lancet [Lancet] 2, 394-399, Aug. 23, 1958. 9 figs., 
26 refs. 


A review of the literature since 1936 indicates that 
radiographs of the chest in electric-arc and oxyacetylene 
welders and cutters, whose work entails exposure to 
fume containing iron oxide dust, are liable to show ab- 
normal appearances, that these may disappear after 
withdrawal from exposure, that their lungs may contain 
aggregates of iron, that fibrosis is slight or absent, and 
that the resulting disability and mortality are probably 
low. Electric-arc welding is a more complicated pro- 
cess nowadays than it once was, the materials welded 
including alloy steels and non-ferrous metals in addition 
to mild steel and the electrodes often being coated with 
such substances as oxides of titanium and manganese, 
silicates, and carbonates of calcium and other metals. 
The resulting fume may thus contain substances other 
than iron oxide, which indeed may constitute a relatively 
small proportion of it. ; 

In this paper the necropsy findings in the lungs of 4 
arc welders and one oxyacetylene cutter are presented. 
The iron content of the lung was estimated (as ferric 
oxide) in 3 cases, the values obtained being 7-4°%, 0-5%, 
and 0°54% of the dried lung weight respectively. The 
lungs of 2 men who had been engaged in arc welding for 
40 and 30 years respectively showed no significant 
fibrosis on microscopical examination, and the lungs of 
the oxyacetylene cutter, with 9 years’ exposure, were 
similarly free of fibrosis. A few spidery nodules, with 
collagen formation, were found in the lungs of the other 
2 men after 29 and 28 years’ exposure respectively, but 
it was considered doubtful whether the fibrosis had any 
causal relation to their death. All 4 welders had used 
coated electrodes and so could have inhaled substances 
other than iron oxide in the fume. The authors suggest 
that slight degrees of fibrosis present in the lungs of such 
workers are due to exposure to these other constituents 
and not to iron oxide, considerable quantities of which 
can be inhaled and remain deposited in the lung tissue 
without producing fibrosis. L. W. Hale 


437. Disability and Mortality from Chronic Bronchitis 
in Relation to Dust Exposure 

C. M. FuetcHer. A.M.A. Archives of Industrial Health 
[A.M.A. Arch. industr. Hlth] 18, 368-373, Nov., 1958. 
13 refs. 
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438. Positive-Negative Pressure Ventilation with a Modi- 
fied Ayre’s T-piece 

E. I. Ecer and W. K. HAMILTON. Anesthesiology 
[Anesthesiology] 19, 611-618, Sept.—Oct., 1958. 6 figs., 
4 refs. 


Ventilation produced by intermittent positive pressure 
results in an increased mean airway pressure, which is 
known to be harmful in certain circumstances. As con- 
ventional manually assisted ventilation inevitably raises 
the mean airway pressure the authors describe, from the 
State University of lowa, lowa City, a simple device which 
can be used to produce a negative phase in such ventila- 
tion. An Ayre’s T-piece is utilized to convey the flow 
of gas to the usual circle or to-and-fro system, but the 
gas is made to pass through a small tube or needle which 
projects into the main tube and is bent at right angles so 
that its opening is directed away from the patient. The 
anaesthetic gases passing through this constricted open- 
ing will (in accordance with Bernouilli’s principle) en- 
train the surrounding gases and create a negative pressure 
behind the jet. The apparatus is illustrated. 

Tables and tracings are presented to show that with 
this device negative pressures up to —42 cm. of water 
can be produced. Lesser pressures (—5 to — 15 cm. of 
water) can be easily obtained with small flows of 3 to 5 
litres per minute. While the Bernouilli T-tube (as the 
authors have named it) is in action the patient should not 
be allowed to breathe spontaneously, because the nega- 
tive pressure produced imposes a resistance to inspira- 
tion. In tests with nitrous-oxide—oxygen anaesthesia it 
was shown that rotameter readings must be carefully 
observed after the addition of the T-tube. They should 
fall at least by 20 to 30% of their previous readings; if 
they do not there is probably a leak in the system and a 
negative pressure cannot be attained. If the flow of 
oxygen falls more than that of nitrous oxide the former 
must be increased or the latter reduced. 

W. Stanley Sykes 


439. Ether Analgesia: Inspired Concentrations, Flam- 
mability and Levels in Arterial Blood 

C. M. Epersote and J. F. Artusio. Anesthesiology 
[Anesthesiology] 19, 607-610, Sept.—Oct., 1958. 9 refs. 


The authors have previously pointed out the beneficial 
effects of light levels of anaesthesia for patients with 
severe cardiovascular disease. In the present study, 
carried out at the New York Hospital, 22 unselected 
patients undergoing cardiac surgery were given ether to 
the stage of analgesia only for at least 20 minutes. An 
analysis of 48 samples of the inspired mixture (in 15 
cases) for the diethyl ether content showed a mean value 
of 1-2 (range 0-6 to 1-7) volumes %. In no instance 
was the sample found to be explosive. Samples of the 
blood taken from the aorta showed a mean concentration 
of ether of 32 mg. per 100 ml., with a range of 17 to 62 


Anaesthetics 


mg. per 100 ml. The average air to blood ratio was 1 
to 10. These values show that analgesic concentrations 
of ether are only one-fourth of those necessary to main- 
tain surgical anaesthesia of Plane I. 

It has been shown that the lower limit of flammability 
of ether in oxygen is 2 volumes %. It is therefore 
stressed that the use of ether in analgesic doses, while not 
actually explosive, should not be considered safe, as the 
safety margin is very small and the slightest increase in 
concentration, which may become necessary during an 
operation, would — it into the explosive range. 

W. Stanley Sykes 


440. Obstetrical Anesthesia with Ethyl Vinyl Ether and 
Oxygen 

F. A. CARPENTER and W. H. GALVIN... Anesthesia and 
Analgesia; Current Researches {Anesth. Analg. curr. Res.) 
37, 268-275, Sept.—Oct., 1958. 1 fig., 38 refs. 


The authors discuss briefly the drawbacks of ether and 
of divinyl ether for obstetrical anaesthesia, and then 
describe the results obtained in a series of 200 deliveries 
carried out under ethyl vinyl ether anaesthesia at Grady 
Memorial Hospital (Emory University), Atlanta, Georgia. 
In 100 cases the anaesthetic was administered by open 
drop, while in the other 100 a closed or semi-closed 
circuit was employed. Most of the patients were 
delivered per vaginam, with episiotomy in some cases and 
frequently with the aid of forceps. In administration by 
the open-drop method oxygen was led under the mask 
and the depth of anaesthesia was usually maintained in 
StageI. Administration of ethyl vinyl ether was stopped 
when the head was being delivered, but the patient was 
re-anaesthetized if a repair was necessary. When the 
semi-closed or closed circuit was employed oxygen alone 
was administered with the ether, and respiration was 
assisted; otherwise the management of anaesthesia was 
as in the open-drop method. 

All the patients were awake on leaving the labour 
theatre, and no serious complications occurred, although 
a number of minor complications are described. The 
authors list the advantages and disadvantages of their 
method and conclude that ethyl vinyl ether is worthy of 
further trials in obstetrical anaesthesia. 

Mark Swerdlow 


441. Sterilization of Ampuls with Ethylene Oxide 

P. HALLOWELL, J. T. MurpnHy, and A. B. MANGIARACINE. 
Anesthesiology {[Anesthesiology| 19, 665-670, Sept.- 
Oct., 1958. 2 figs., 10 refs. 


Proper sterilization of ampoules, especially those for 
spinal anaesthesia, i is important. It has been shown that 
immersion in sterilizing solutions containing, for example, 
phenol is not reliable (and has led to litigation), while 
autoclaving of the ampoules can lead to loss of anaes- 
thetic potency and to the formation of deleterious de- 
composition products. 
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From Massachusetts General Hospital, Boston, the 
authors describe a method of sterilization using ethylene 
oxide gas instead of heat or liquids. As this gas is highly 
inflammable and explosive it is used as a 10 or 20% 
mixture with carbon dioxide. As a measure of economy 
they adapted a disused steam autoclave with a chamber 
measuring 2036 inches (50x90 cm.) into which the 
ampoules, packed in cardboard containers perforated to 
allow penetration of the gas, were placed in open poly- 
ethylene envelopes; a wet sponge was also put into the 
autoclave to increase the relative humidity and so pre- 
vent drying of the surface of the organisms, as such 
drying might lead to increased resistance. By means of 
an air-pump a vacuum of 28 inches (72 cm.) Hg was then 
created and maintained for 10 minutes, after which 10% 
ethylene oxide in carbon dioxide was allowed to enter 
the chamber until a pressure of 33 lb. per-sq. in. (5-5 kg. 
per sq. cm.) was reached. This was maintained for 16 
hours (that is, overnight), the gas then released, and a 
second vacuum produced to remove any residue. The 
plastic envelopes were then sealed by heat. Ampoules 
experimentally contaminated with various organisms 
were processed by this method and found to be sterile in 
all cases. The comparatively long period (16 hours) 
required for sterilization was more than compensated 
for by the low initial cost of the apparatus. 

W. Stanley Sykes 


442. Cyclizine Lactate (Merezine) for Post-operative 
Control of Nausea and Vomiting after Cataract Surgery 
P. H. LoRHAN. Anesthesia and Analgesia; Current 


Researches [Anesth. Analg. curr. Res.] 37, 247-248, 


Sept.—Oct., 1958. 5 refs. 


The author reports the effect of cyclizine lactate in the 
prevention of nausea and vomiting in 373 patients under- 
going operation for cataract under local anaesthesia at 
the University of Kansas Medical Center, Kansas City. 
Of these patients 218 were premedicated with 100 mg. of 
pentobarbitone sodium and 50 mg. of pethidine hydro- 
chloride given 14 hours before operation; the remaining 
155 (67 men and 88 women) received, in addition, 50 mg. 
of cyclizine lactate. All the patients were seen within 
24 hours of operation and questioned as to whether they 
had had any “* vomiting ” (this term including nausea or 
retching). 

Vomiting occurred in 5:2% of the patients who 
were given cyclizine and in 13-7°% of those who did not, 
this difference being statistically significant. It was also 
observed that the incidence of vomiting was higher in 
females (13-2°%) than in males (6:2°%). 

Mark Swerdlow 


443. The Effect of Thiopentone and Buthalitone upon the 
QT Interval in the Electrocardiogram 
A. G. HENDERSON, J. MACKETT, and H. C. MASHETER. 
British Journal of Anaesthesia [Brit. J. Anaesth.] 30, 
302-311, July, 1958. 3 figs., 11 refs. 


In a comparative study of the effects of thiopentone 
and buthalitone on the Q-T interval in the electrocardio- 
gram (ECG), carried out at the Luton and Dunstable 
Hospital, Bedfordshire, 30 out-patients selected at ran- 
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dom were divided into two equal groups, of which one 
received buthalitone in a dose of 10-9 mg. per kg. body 
weight and the other thiopentone in a dose of 5-5 mg. 
per kg., these doses being regarded as equipotent. The 
ECG was recorded and from the tracings the heart rate 
and corrected Q-T interval were measured at 4, 1, 5, and 
10 minutes from the start of the injection. In the patients 
given thiopentone the Q-T interval increased to a mean 
peak value of +16%, the peak being reached at 30 
seconds and declining rapidly thereafter. In those given 
buthalitone the mean peak value was +22%, and this 
was not reached until more than one minute after injec- 
tion, while the decline was slower. 

In an additional small group of 5 patients to whom 
buthalitone was given in the same dosage as thiopentone 
(that is, equivalent to half the potency) there was a smaller 
increase in the Q-T interval than that produced by thio- 
pentone. The significance of an increase in this interval 
in the ECG is discussed, and it is suggested that it may 
be a useful measure of cardiotoxicity, although there is 
not yet enough evidence to confirm this. 

Ronald Woolmer 


444. A Study of a 1-Arylcyclohexylamine for Anesthesia 
F. E. GREIFENSTEIN, J. YOSHITAKE, M. DEVAULT, and 
J. E. Gasewski. Anesthesia and Analgesia; Current 
Researches [Anesth. Analg. curr. Res.] 37, 283-294, 
Sept.—Oct., 1958. 6 figs. 


The search for an efficient intravenous anaesthetic agent 
continues and in this paper from Wayne State University | 
College of Medicine, Detroit, the authors report their 
experience with “‘ sernyl ” (1-(1-phenylcyclohexyl)piperi- 
dine) given in 0-1°% solution by continuous drip infusion 
in 7 cases. The blood pressure and respiratory exchange 
were measured and the electrocardiogram (ECG) and 
electroencephalogram (EEG) recorded. The drug caused 
a slight increase in minute volume and also a consistent 
and significant rise in both the diastolic and the systolic 
blood pressure. There were no changes in the ECG, 
but the EEG showed some slowing, particularly of theta 
activity. 

In further studies 64 patients were anaesthetized with 
sernyl for a variety of operations. After varied types of 
premedication anaesthesia was induced by the intra- 
venous infusion of a 0-25°% solution of sernyl to give a 
dosage of 0-138 to 1 mg. per kg. body weight. It was 
found that a dose of 0-2 mg. per kg. produced analgesia 
and loss of consciousness and of response to stimulation. 
Further doses were given as required; there was a wide 
variation in the time intervals between doses. In 
patients undergoing minor or superficial surgery sernyl 
was the sole anaesthetic agent required, but for patients 
undergoing abdominal surgery nitrous oxide, oxygen, 
and a muscle relaxant were necessary in addition. Re- 
covery from anaesthesia was frequently followed by a 
period of euphoria, amnesia, and, in many cases, of 
excitement, vertigo, and disorientation. 

The authors conclude from analysis of the results 
[which is a little difficult to follow] that the agent is worth 
further trial. The finding in animal experiments that 
sernyl potentiates the action of the thiobarbiturates was 
not confirmed in man. Mark Swerdlow 
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445. The Significance of Subdural Air in Pneumo- 
encephalograms in Infants 

R. P. BoupreaAu and R. M. N. Crossy. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.) 80, 429-435, Sept., 1958. 
3 figs., 24 refs. 


There is no unanimity of opinion in the literature as 
regards the significance of subdural collections of air seen. 
in the pneumoencephalogram, although it has been 
found in association with subdural effusions in both 
adults and children. With the aim of determining 
whether such a finding in the pneumoencephalogram 
could contribute to the diagnosis of subdural effusions 
the authors have reviewed all pneumoencephalograms 
(159) taken in infants under 2 years of age at the Univer- 
sity Hospital, Baltimore, during the four-year period 
1953-7. This age group was selected because it is in 
these patients that subdural effusions are most common 
and an appreciable salvage rate can be expected from 
surgical intervention. Of the 159 pneumoencephalo- 
grams examined, 66 (41°) showed the presence of sub- 
dural air. It was found, however, that such subdural 
air collections had diagnostic significance in regard to 
subdural effusions only when they had a certain con- 
figuration and fulfilled certain criteria. 

The 60 patients with a definite diagnosis were therefore 
divided into three groups: (1) cases in which the sub- 
dural air clearly separated the dura from the arachnoid, 
and in which, by positioning, the air could be demon- 
strated to move freely over the cerebral hemispheres; 
(2) cases in which the subdural air collection over the 
cerebral hemispheres was small in amount and did not 
move freely with positioning; (3) cases in which the 
subdural air merely outlined the tentorium or falx. Of 
the 35 cases in Group 1, 33 (94°) had a subdural effusion 
or membrane, 18 (54%) havingebilateral subdural air 
collections; it appears that the presence of bilateral 
collections of subdural air is strong presumptive evidence 
of the presence of a subdural effusion. Of the 17 patients 
in Group 2, only 6 were found to have subdural effusion 
at operation; although the authors do not regard the 
unilateral air collections seen in those patients as diag- 
nostic of an effusion, they do not hesitate to recommend 
surgical exploration or tapping. In the 8 cases in 
Group 3 the subdural air observed along the falx or 
under the tentorium was not thought to be significant. 
Nevertheless, subdural effusion was found in 4 of these 
cases at operation, and it was demonstrated that the effu- 
sion had been reduced in size by repeated paracentesis 
before the performance of pneumoencephalography and 
that the brain had re-expanded. It is concluded that 
subdural air cannot be expected to outline an evacuated 
effusion when the brain has been decompressed and only 
a membrane remains. 

The possibility of the pneumoencephalography itself 
producing subdural effusions by causing shift of the intra- 


142 


cranial contents and tearing of bridging pial vessels is 
discussed, but this could be ruled out in the present 
cases in which membrane was present. The authors 
believe that the subdural air reaches the cerebral sub- 
dural space because the lumbar subdural space is injected 
and that in the presence of an effusion it is able to dissect 
between the subdural membrane and the arachnoid. 
They found no evidence of tears in the arachnoid. 
J. MacD. Holmes 


446. The Lower Oesophageal Ring or Groove 
C. D. T. MACLEAN. British Journal of Radiology [Brit. 
J. Radiol.) 31, 472-476, Sept., 1958. 3 figs., 12 refs. 


The so-called ampullary groove in the lower oeso- 
phagus is far more common than is usually supposed. 
In this paper from Charing Cross and West London 
Hospitals the author describes a groove, identical with 
the ampullary groove, which has been shown frequently 
by a simple technique used for demonstrating the presence 
of hiatus hernia. Over a period of “a few months” in 
a number [unstated] of barium-meal examinations a 
lower oesophageal ring was noted in 76 patients exam- 
ined in the prone position over a firm bolster which 
maintained increased intra-abdominal pressure. In half 
the cases the ring projected into the lumen only for 2 to 
3 mm., the average projection being 5 mm. and the 
maximum 20 mm. The height of the ring above the 
midpoint of the oesophageal hiatus (which was estimated 
from the constriction of the barium column) ranged 
from 1-5 to 4-5 cm., but in 90°%% of cases the range was 
only 2:5 to 3-5 cm. It is suggested that in the: erect 
position the groove is present, but invisible because it 
lies in the hiatal tunnel. The author considers that its 
site corresponds to the junction between the cardiac 
antrum and the oesophageal ampulla, where there “ may 
be a ring of muscle which acts as a sphincter ”’. 

[The possibility of a relationship between the presence 
of a ring and the age and sex of the patient, symptoms, 
or the presence of some other disease condition does not 
appear to have been studied.] Denys Jennings 


447. Complications of Adrenocortical. Therapy. A 
Radiological Survey 

G. ANSELL. Journal of the Faculty of Radiologists \J. 
Fac. Radiol. (Lond.)| 9, 113-126, July, 1958. 11 figs., 
bibliography. 


While the benefit obtained from use of adrenocortical 
hormones in various disease states is often dramatic, 4 
number of undesirable complications occasionally 
develop. The author has examined the records of 140 
patients who received steroid therapy between 1952 and 
1955 at Broadgreen Hospital, Liverpool, or the Depart 
ment of Medicine, Liverpool University, with spec! 
reference to the complications which produce radi0- 
logical changes. : 
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RADIOLOGY 


Cardiac enlargement and pulmonary oedema due to 
sodium and water retention were found to be side-effects 
of steroid therapy; they did not often occur during 
maintenance treatment except where there was pre- 
existing cardiac disease. These changes were not usually 
observed when prednisone and prednisolone were given. 
While acute exacerbation of pulmonary tuberculosis was 
another complication, all tuberculous lesions were not 
activated. A few cases of pulmonary infarction were 
encountered, but since this complication is not un- 
common in many diseases its significance was doubtful. 
It is recognized that one of the more serious complica- 
tions of steroid therapy is exacerbation of an existing 
peptic ulcer, with perforation or haemorrhage; steroids 
may also modify the radiological appearance of an ulcer 
by diminishing the surrounding oedema. Other com- 
plications discussed are perforation of the colon in 
ulcerative colitis and diverticulitis; osteoporosis, which 
is usually most marked in the spine, pathological frac- 
tures of the rib or neck of the femur, and exacerbation 
of bone and joint tuberculosis. D. E. Fletcher 


448. Diagnostic Value of Radiological Study of the 
Stomach and Duodenum in Chronic Pancreatitis. (Valeur 
diagnostique de I’étude radiologique de l’estomac et du 
duodénum, au cours des pancréatites chroniques) 

C. Guien, J. LeGré, J. C. SARLES, and H. SARLEs. Jour- 
nal de radiologie, d’électrologie et de médecine nucléaire 
\J. Radiol. Electrol.) 39, 473-480, Aug.—Sept., 1958. 
il figs., 18 refs. 


Writing from the Clinic for Gastroenterology, Mar- 
seilles, the authors draw attention to the value of radio- 
logical examination of the stomach and duodenum in 
the diagnosis of chronic pancreatitis. Out of 27 cases 
of chronic pancreatitis such examination provided 
definite confirmatory radiological evidence in 20 (74°), 
whereas the laboratory findings had been definite in 
only 16 cases (60%). 

No particular position during the radiographic examin- 
ation was found necessary, but the duodenal loop must 
befilled. Ifthe pancreas is pressing only on the posterior 
surface of the duodenal loop a lateral view is essential. 
In cases of duodenal spasm the introduction of a duo- 
denal catheter may be the best method of filling the duo- 
denal loop, an injection of antrenyl (oxyphenonium 
bromide) or of “ probanthine ” (propantheline) being 
given intramuscularly after the catheter has been intro- 
duced, followed by 100 to 150 ml. of barium sulphate 
suspension. Propantheline gave somewhat better results, 
and in some cases 10 ml. of xylocaine injected down the 
catheter helped in the dilatation. Duodenography 
enabled a certain diagnosis to be made in 5 cases out of 8, 
in 3 of which the standard method had given unsatisfac- 
tory visualization. 

The radiological signs which may be seen in the 
stomach and duodenum are enumerated as follows. 
(1) The body of the stomach may be displaced to the left 
or antero-posteriorly, with impression on the lesser 
curve; compression of the stomach appeared to occur 
Only in cases of pancreatic cyst. (2) Changes on the 
antrum of the stomach were more frequent than on the 
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body, and included displacement of the greater curvature 
and a semicircular imprint which moved to the duodenal 
bulb when the patient assumed the horizontal position. 
(3) Enlargement and rounding of the duodenal loop were 
found not to be of any significance unless accompanied 
by changes in the mucosal pattern; indeed enlargement 
of the loop without changes in the mucosal pattern could 
be said to eliminate a diagnosis of chronic pancreatitis. 
(4) Changes in the duodenal bulb were seen in 11 cases, 
but were very varied. The superior margin may be 
flattened so as to give the appearance of a fluid level, 
without any air above the barium. Rounded pressure . 
deformities were seen in some cases. Filling defects 
simulating a benign tumour of the bulb may be present. 
Obliteration of the bulb was always found to be due to 
a pancreatic cyst. (5) The portion which lies immedi- 
ately distal to the bulb was the most frequently affected 
part of the duodenal loop; a circular impression on the: 
lesser curve with obliteration of the mucosal folds was 
the sign most frequently seen. (6) Depression of the 
angle of Treitz was found not to be a sign of any value. 
John H. L. Conway-Hughes 


449, The Vascular Anatomy of Long Bones. A Radio- 
logical and Histological Study. [Monograph, in English] 


G. Acta radiologica {Acta radiol. (Stockh.)| 
Suppl. 161, 1-107, 1958. 47 figs., 24 refs. 


RADIOTHERAPY 


450. Treatment of Radiodermatitis with Azulene Pre- 
parations Combined with Heat Therapy. (Il trattamento 
associato delle radiodermiti con preparati azulenici e 
termoterapia) 

G. BarTH and F. Bisto.Fi. Radioterapia, radiobiologia 


fisica medica |Radioter. Radiobiol. Fis. med.| 13, 369- 


384, 1958. 2 figs., 20 refs. 


This paper records the authors’ experience with a syn- 
thetic preparation, 1:4-dimethylisopropyl azulene, which 
is equivalent to the naturally occurring camazulene, found 
in camomile. Pharmacologically, it possesses anti- 
inflammatory, spasmolytic, anaesthetic, and antihistamine 
properties, promoting granulation and re-epithelization. 
Experimental work on rabbits, using azulene as an oint- 
ment, showed that radiation reactions appeared earlier 
and faded earlier and there was less pigmentation. 

Clinical experience at Erlangen, Germany, since 1951 
on 1,800 patients showed that x-ray erythema appeared 
2 or 3 days sooner and healed 10 to 14 days earlier than 
normally; moist reactions (epidermolysis), lasting pig- 
mentation, skin atrophy, and telangiectasia were much 
rarer and no late ulcers were noted. The best results 
were obtained with a silicone preparation of azulene 
(“ silazulon ’”’). Treatment was begun on the first day 
of the radiation course, ointment being applied to the 
skin 2 or 3 times a day, and continued for 4 to 6 weeks 
after the end of the course. Since the erythema tended 
to fade early, infra-red irradiation was also given daily, 
through the skin covered with the ointment, throughout 
the course in order to increase the hyperaemia; by 
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this means absorption of the ointment was promoted 
and its protective effect was found to be considerably 
enhanced. 

This treatment was particularly valuable when large 
single doses were used—for example, in grid therapy. 
For exudative reactions a liquid preparation was sprayed 
on. Mouth-washes and inhalations were used in cases 
of irradiation of the head and neck, mucosal reactions 
being thus relieved; general reactions were also lessened, 
oedema fluid was more rapidly absorbed, and re-epi- 
thelization was promoted. In cases treated by short- 
distance therapy azulene treatment was instituted after 
the end of the radiation course, since the maximum skin 
reaction is needed as part of the anti-neoplastic process. 
The formation of crusts and serous exudates was mini- 
mized. The experience at Erlangen has been repeated 
and confirmed at Genoa since 1957 on about 100 patients. 
‘ Azulene is valuable also in late reactions—for example, a 
case of late ulceration was healed after one month’s 
treatment. It is considered that with the use of azulene 
irradiation doses could be increased by 20 to 30% with 
safety and courses of treatment repeated. J. Walter 


451. X-ray Therapy to the Venous and Lymphatic 
Drainage Paths in Non-neoplastic Postoperative Lymph- 
oedema of the Upper Limb following Mastectomy. (La 
roentgenterapia nel linfedema (non neoplastico post- 
chirurgico) delle vie di deflusso flebo-linfatico dell’arto 
superiore omolaterale alla mastectomia) 

G. pet Buono. Radioterapia, radiobiologia e fisica 
medica [Radioter. Radiobiol. Fis. med.| 13, 354-368, 
1958. Bibliography. 


Oedema of the arm occurring after mastectomy is 
ascribed to the section and thrombosis of venous and 
lymphatic channels and their involvement in reparative 
_scar tissue. The treatment described in this paper from 
the University of Bari consists in x-irradiation with 
multiple fields round the limb, doses of 100 r. being given 
every 3 weeks. [Full details of the technique are not 
given.] Improvement often begins after the third dose. 
A total of 600 r. per field is never exceeded. The good 
results obtained are ascribed to an effect on the intra- 
parietal autonomic vasomotor nerves, encouraging com- 
pensatory canalization. Radiosensitive fibroblastic 
tissue is also inhibited and sclerosis thus prevented. It 
is stressed that treatment should begin as soon as possible 
after operation. Subsequent anti-neoplastic therapy to 
high dosage is not excluded or prejudiced. J. Walter 


452. Results of X-ray Therapy Combined with Surgery 
in the Treatment of Malignant Tumours of the Testis. 
(Risultati della roentgenterapia, associata all’intervento 
chirurgico, nel trattamento dei tumori maligni del 
testicolo) 

C. Juckxer. Radioterapia, radiobiologia e fisica medica 
[Radioter. Radiobiol. Fis. med.) 13, 341-353, 1958. 
2 figs., 16 refs. 


The results in 43 cases of malignant tumour of the 
testis treated surgically and by radiotherapy at the 
Institute of Radiology, Pavia, between 1941 and 1954 
are reported. The patients’ ages ranged from 2 to 65 
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years, 20 of them being between 35 and 45. One patient 
who refused surgery and received irradiation only did 
well for 10 years before secondary growths appeared; 
the remainder were treated by preliminary simple orchi- 
dectomy followed by x-ray therapy as soon as possible. 
Histologically, the tumour was a seminoma in 34 cases, a 
teratoma in 7, and a teratocarcinoma in 2. Surprisingly, 
there was no striking difference in results between these 
different histological types. Seminoma is generally con- 
sidered to be very sensitive to irradiation, but consider- 
able variations are found even among apparently similar 
cases. Teratoma is more malignant and prone to early 
dissemination; though this tumour is generally more 
radioresistant, some cases do well on relatively low 
doses. ‘ 
Treatment of para-aortic lymph nodes was by 3 fields, 
each measuring 10x15 cm., 2 anterior (iliac and epi- 
gastric) and one posterior, all on the affected side and 
aimed medially; one field was treated daily (150 to 200r.) 
to a total of 1,200 to 2,000 r. per field over 4 or 5 weeks, 
180 to 200 kV. being used. The higher dosage was given 
in the cases of teratoma. For Stage-1 growths (no 
clinical metastases) prophylactic para-aortic and ab- 
dominal radiation was given; of 22 patients, 17 were well 
at 3 years, and 13 out of 19 well at 5 years (68%). In 
Stage-2 cases (palpable abdominal metastases) 4 out of 
17 patients were well at 3 years, and 2 at 5 years (11%). 
Among 5 patients with Stage-3 growths (extra-abdominal 
metastases) there were no survivors at 3 years. Secon- 
dary deposits in the lung did not respond to irradiation: 
The best results were obtained in patients treated soon 
after orchidectomy. J. Walter 


453. Tumours in Childhood. 
alter) 

U. Coccut. Strahlentherapie [Strahlentherapie| 106, 
163-190, 1958. 16 figs., bibliography. 


The true incidence of malignant neoplasms in children 
in various countries is very difficult to determine, but it 
has been estimated that such tumours account for 0-4 
to 0-6°% of all deaths from cancer. The recent apparent 
increase in tumours in childhood is attributed by the 
author on the one hand to the decrease in infectious 
diseases and rheumatic heart disease, and on the other 
hand to improved diagnosis. Malignancy may occur in 
the foetus or soon after birth, this being especially true 
of tumours of the sympathetic nervous system, kidney, 
and retina. The majority of such tumours, however, 
appear between the ages of one and 4 years. Of all 
patients treated at the University Radiotherapy Clinic, 
Ziirich, during the period 1920-57, about 3°% were under 
the age of 16. Malignant growths are commoner in 
boys and non-malignant growths in girls. Of the total 
number of tumours in children, 92°% were accounted for 
by 4 main groups: tumours of the nervous system about 
47°%, (three-quarters of these being intracranial), leukae- 
mia and lymphoid reticulosis (including Hodgkin's 
disease) 21°, tumours of bone 14%, and urogenital 
tumours 10%. Brief summaries are given, with results 
and some illustrative tables, of the more important 
groups. J. Walter’ 


(Die Tumoren im Kindes- 
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